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ing the right middle lobe has received consider - 
able attention since this phenomenon was classified 
as a clinicopathological entity called middle - lobe 
syndrome” by Graham, Burford and Mayer’ in 1948. 
These investigators presented a group of 12 cases of 
presumably nontuberculous atelectasis and chronic 
pneumonitis involving the right middle lobe, each 

to compression of the middle-lobe bronchus 
by enlarged lymph nodes. The authors pointed out 
that any inflammatory process leading to lobar hilar 
lymphadenopathy may result in bronchostenosis, with 
consequent atelectasis and itis. More than a 
decade before, Brock et al.: (1937) had stressed the 
possibility of chronic atelectasis from bronchial com- 

pression by tuberculous hilar lymphadenopathy. 

process of compremion with 
atelectasis and pneumonitis may occur in any lobe. 
However, the right middle lobe is singularly suscep- 
tible because its relatively small lobar bronchus is 
surrounded by a cluster of lymph nodes that drain 
not only the middle lobe proper but also lymphatic 
tributaries from the adjacent lower lobe. These lymph 
nodes are thereby subject to enlargement in associa- 
tion with an inflammatory process within either the 
middle or the lower lobe. In addition the small caliber 
of the middle-lobe bronchus and its emergence at al- 
most a right angle from the intermediate bronchus 
hamper adequate drainage. 

Paulson and Shaw* (1949) reported a series of 32 
patients with atelectasis and pneumonitis of the mid- 
dle lobe, 29 of whom had been treated by lobectomy. 
obstruction of the middle-lobe bronchus 


patients, calcified nodes had even partially eroded 
through the bronchial wall, indicating the potential 
occurrence of broncholithiasis. In a minority of pa- 
tients, however, there was no evidence of bronchial 


*From the Department of „ Yale University School of Medi- 


compression, and it that the bronchial ob- 
struction had resulted from edema and inflammation 
of the bronchial wall proper. Bronchiectasis was 
frequently found as a secondary result of long-stand- 
ing bronchial obstruction with distal infection. 

Middle-lobe syndrome is reported to occur in an 
equal sex ratio and in any age group from childhood 
to old age. The predominant symptoms are chronic 
cough, recurrent respiratory infections, wheezing, 
hemoptysis, chest pain and nonspecific easy fatiga- 
bility, malaise and weight loss. Frequently, the symp- 
toms are of many years’ duration. 
syndrome may simply be a roentgenographic finding 
unassociated with symptoms. 

The , which have been particu- 
larly well described by Hampton and King and by 
Rubin and Rubin,“ consist of a triangular or quad- 
rilateral shadow, often well visualized only on right 
lateral films, in the right-lower-anterior-lung field. 
The horizontal fissure is depressed; frequently, hilar 
8 with or without calcifications is 
observed. The findings are to be differentiated es- 
pecially from interlobar effusion and from a promi - 
nent right border of the heart with elevation of the 


right leaf of the diaphragm. Lipiodol bronchography 
may be helpful i in confirming obstruction or atelecta- 


ferential diagnosis is often difficult or may be impos- 
sible before operation. 

The problem of differential diagnosis is illustrated 
by the following case reports, all selected from the 
clinical experience of the past twelve months on the 
surgical service of the Grace-New Haven Community 


Hospital. 


— 
possibly in demonstrating secondary bronchiectasis. 
Bronchoscopy often reveals inflammatory stenosis of 
the middle- lobe bronchus, but may be indeterminate. 
Although the pathogenesis of the clinical, radio- 
logic and bronchoscopic manifestations of the middle- 
lobe syndrome have been clarified, an accurate dif- 
by enlarged indurated or calcified peribronchial nodes 
was generally readily demonstrable, and, in some 
of) Medizin; surgeow chil, Gracr-New Haven Community” Hosa 
— tn son ale University School of Medicine: residen Case 1. J.P., a 25-year-old single woman, admitted 
— Gence New” Hawes ‘Gommunity’ to Surgical Service on March 15 1934, with 
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the chief complaint of a chronic productive cough that had lobe orifice. Lipiodol demonstrated atelectasis 
been progressive over a period of several years. From early „ or extensive saccular ogee yt oy 
1950 to the time of admission she had noted increasingly i 


upper and lower lobes appeared Lobectomy 
performed without complications. 255 
Study of the specimen revealed 


Cas A.M.T., 51-year-old married i 


February 14 1954, 

of breath and pain in the ‘anda 
She had had 


Fioure 1. Lipiodol Bronchogram in Case I, Demonstrating 
Atelectasis and Saccular Bronchiectasis of the Middle Lobe. 


A 


Ficure 2. Atelectasis of the Right Middle Lobe with an Associated Hilar Mass (Case 2). 


15 15 pm wontons er Multiple scars were present over the front and sides of the 
Eve for aie bacilli by rr neck, but there were no palpable cervical masses and no 
copy revealed an inflammatory stenosis of the right - middle- draining sinuses. Examination of the chest showed dull- 


Physical examination __ resonance 
F 13 and some diminution of breath sounds over the right lower 
* part of the chest anteriorly, together with a few transient 
és subcrepitant inspiratory rales. Laboratory studies were nor- 
mal. The maximum breathing capacity was 132 liters per 

minute. 

Right-sided thoracotomy was performed on March 2. The 
right middle lobe was found to be atelectatic and consoli- 
dated, * in its lateral segment. Many hyper. 
~ were observed in the hilar area. 
— organizing pneumonitis entire 

This case is presented as a typical example of mid- 
dle-lobe syndrome with bronchiectasis and to serve 
as a reference point for the subsequent case reports. 
previously, when she noted the abrupt onset of wheezi 
respirations, which occurred intermittently over a — 
period. Three weeks before admission she first became aware 
of progressive shortness of breath on exertion. Two weeks 

| later she was seized with severe pain in the right lower as- 
RR aay pect of the chest, and a low-grade fever with night sweats 
and an irritative nonproductive cough developed. 

She had received sanatorium care for scrofula between 
the ages of 4 and 8 years. In addition a tuberculous in- 

d 3 : fection of the right hip, which resulted in spontaneous 
frequent and prolonged upper respiratory infections, often fusion, developed. 
associated with chest pain, night sweats and abundant puru- Physical examination revealed a moderately obese wom- 
lent sputum. During this period she had lost 13.6 kg. (30 an complaining of discomfort in the right side of the chest. 
B 
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— | The N- T2 ination was un. Prompt and thorough study. 

remarkable. Case 3. R.E., a 7-year-old boy, was admitted to the 

€ patient's mother had died of pulmonary tuberculosis 

his early infancy. 

CI fil led atelectasis of the right middle lot Physical examination and tuberculin tests were negative 


and palliative deep x-ray therapy was begun or 
postoperative day. 
ient fi tota 
a on an outpatien or a 
doe of 2500 f. This i i 
improvement, 


studies at the time symptoms begin. The 
six months before admission was an early sign of 


ness and diminished breath sounds over the right lower bronchial obstruction and should have ; ested 
with an associated hilar mass (Fig. 2). A bone series was S . 
positive at 6 months. The patient was next seen at 17 
tive for — r a . a months of age, when he was found to have an acute tra- 
serve, and exploratory thoracotomy on the right was per- y wr 5 
formed on February 22. A large tumor mass was found 7 — ic, 
A B 
Fioure 3. Hilar Lymphadenopathy on the Right, with Calcification, together with Atelectasis of the Middle Lobe and 
Residual Tuberculous Infiltration of the Lower Lobe (Case 3). 
extending from the hilus of the atelectatic middle lobe losis of the right lower lobe, with associated hilar lymphad- 
into the main 2 hilus, with intrapericardial ex- enopathy. He was referred to a sanatorium, where he re- 
tension along the superior pulmonary vein. Many large mained for the next 4 years. 
paratracheal nodes were 1 one of which was biopsied, At 6% years of age he was referred for re-examination. 
with negative results. However, it was believed that the He appeared small for his age and quite thin. A chronic, 
tumor mass itself was too extensive to warrant an attempt productive cough was noted, and roentgenograms revealed 
at palliative resection. The ative course was un- extensive right-sided hilar lymphadenopathy, with calcifica- 
even 
the 1 ual infiltration in the right lower lobe. Four consecutive 
from gastric washings gy Aa = for acid-fast bacilli on cul- 
over ture, and repeat films ore admission in July, 1953, 
t showed no change (Fig. 3). Laboratory studies were with- 
in normal limits. 10 lobe 
a orifice to be occluded with granulation tissue. Bronchial 
An underlying neoplasm can masquerade as a prob- secretions were negative for acid-fast bacilli by smear. Ad- 
lem of middle-lobe atelectasis and pneumonitis. Ex- ministration of streptomycin, 0.5 gm., and dihydrostrepto- 
for the singl 702 Laat zune f mycin, 0.5 gm., was begun 3 times weekly, together with 
cept for the single positive cyto ogic examination of para- aminosalicylie acid, 3.0 gm. daily in divided doses. 
the sputum nothing in the physical examination or On this therapy the patient — * and 3 
laborato k se to differentiate this problem matic. Repeated chest films reveal t clearing 
os th ** 8 r P middle-lobe atelectasis. Bronchoscopy was repeated on Oc- 
— ge asec syndrome. tober 23, when the granulation tissue was no longer in 
This case also illustrates the disastrous consequences evidence but a — cicatricial stenosis of the middle- 
; instituti pulmonary iagnosti lobe orifice was found. Once again, secretions were nega- 
of delay in the institution of a — tive for acid-fast bacilli by smear. Bronchograms on January 
4, 1954, provided confirmatory evidence of bronchostenosis 
in that the middle-lobe bronchus could not be filled. 
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the 6th intercostal space 
densely contracted, and there was some residual hilar — 
Ss The upper and lower lobes a normal. 
—— was performed without difficulty. postopera- 
examination in Sep- 


tive course was uneventful. 
status had improved, 


ormed the 
on So 


At the time of the last follow-u 
tember, 1954, the general nutri 
and the chest was entirely clear. 

Study of the excised middle lobe revealed slight dilata- 
tion of the segmental bronchi and extensive — 


no histologic evidence of tuberculosis, and multiple 
acid-fast stains were negative. 

Case 4. M.W., a 57- married woman, was ad- 

mitted to the Thoracic — fer 
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Ficure 4. Middle-Lobe Atelectasis in Case 4. 


on September 15, 1953. A routine survey photoroentgeno- 
gram of the chest in April had demonstrated an 
shadow in the right-lower-lung field. The patient denied 
fin findi neral physical 

e only positive ngs on ge examina- 
postive fading» cn geasrel physics! 
fremitus and diminished breath sounds over the lower third 
of the right aspect of the chest anteriorly. 

The blood counts and urinalysis were normal. A sero- 

test for syphilis was negative, as was the ist-strength 
ulin test. C i woe of 28 tum was 
of — tent mid lobe 7 4). washing 
t ig. was 
negative for acid-fast bacilli by smear 
opy on September 16 showed the middle-lobe 
orifice to be slightly narrowed and shifted counterclockwise. 
Bronchial secretions were negative for malignant cells and 
for acid-fast bacilli. 

On the next day bronchograms demonstrated stenosis 
of the middle-lobe bronchus about 5 mm. beyond its 2 
with 17 distal bronchiectasis. There was incomplete fill- 
in segmental branches of the middle lobe hy 5). 

rhe patient was advised to undergo lobectomy but wished 
to defer operation until a more convenient date. 

On June 17, 1954, she was admitted to the hospital for 
operation. Chest films showed no change in the 


a . Thoracotomy was carried out on the right on June 
9 through the 7th intercostal space. Exploration revealed 


Case 4 illustrates the late results, in adulthood, 
of tuberculosis of the middle lobe with associated 
hilar lymphadenopathy. It is to be emphasized that 
the pathology of the excised lobe is not in itself suf- 


cin may be partly responsible, but natural 
healing can also obliterate i ulous 
changes. 

Case 5. L. B., admitted 


Hospital on February 21, 1954, for evaluation of a produc- 
tive cough with occasional blood-streaked 

The patient complained general 
months. In Novem 1953, dental extractions were 
formed under local —— without complication. About 
2 months before admission he contracted an upper respira- 
tory infection associated with a Bg ge cough, which 
became increasingly severe up to . of admission 
and was productive of about % 2 nonodorous, 
yellowish, mucoid sputum daily. On at least 4 occasions 


Sept. 22, 1955 
a fibrotic, shrunken middle lobe, with a dense inflammatory 
reaction about the hilus associated with r 
lymph nodes, both hyperplastic and calcified. e upper 
and lower lobes were normal. Lobectomy was performed 
with some difficulty owing to the hilar inflammatory re- 
action. The postoperative course was uneventful. 

Study of the excised middle-lobe gee en revealed a 
chronic granulomatous process compatible with old tubercu- 
losis. 

Cases 3 and 4 illustrate problems of middle-lobe 
atelectasis secondary to tuberculosis in widely sepa- 
rate age groups. Case 3 represented primary infection 
tuberculosis of the right lower lobe, with extensive 
associated hilar lymphadenopathy and secondary ob- 

*. struction of the middle-lobe bronchus. This resulted 
mee ~ > in middle-lobe atelectasis and chronic pneumonitis 
4 
A B 
without apparent parenchymal tuberculous involve- 
ment. This case is quite comparable to several of 
those described by Brock.’ 
ficient for the diagnosis of tuberculosis. Streptomy- 
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swea blood streaking. No fever, 
ts, "chet pin whesing or weight had 


* — on February 2 
ated to the right, „ 
lowish secretion in the right bronchial tree. 
lesions were seen. The secretions were negative for 
malignant cells and for acid-fast bacilli. 

On March 11 the patient was admitted to the Thoracic 
Surgical Service for no change * 
symptomatology since he was last seen. A repeat chest 
revealed that the area of mi rr 


pyogenic abscess with 

At exploratory thoracotomy on March 13 a 
mass By in the — lobe 


The excised middle lobe contained a large chronic ab- 
scess, with considerable surrounding organizing pneumonitis. 
No tumor was present. A culture of the abscess contents 
yielded no growth in aerobic or „ 
— — 


F 3. Lipiodol Bronc in Case 4, . 1 
IGURE Lipide! 1 ‘ase howing In- 
Physical examination revealed a well developed, well 
preserved man. The lungs were dem, and there 
digital clubbing. * difficult to distinguish from middle-lobe syndrome. 


A B 
Ficure 6. Cavitation within an Area of Infiltration of the Middle Lobe (Case 5). 
The blood counts, urinalysis, serologic test and blood However, the history of dental extraction was a clue 


study of the — e to the diagnosis that could not be ignored. 
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ight a 24-hour concentrate was negative by smear for acid - fast 
ed. bacilli. A sputum culture showed only normal flora. The 

maximum breathing capacity was 120 liters per minute. 
Chest films demonstrated an infiltrative process in the 
middle lobe suggestive of a primary carcinoma. A bone 
* with centr eakdown and cavitation cou ex- 
5 a pneumonitis 
large ligneous 
X ted wich ex- 
was difficult 
1 because of the dense inflammatory adhesions about the hilar 
structures. 
a Postoperatively, with the aid of intensive antibiotic thera- 
| py, the temperature gradually returned to normal, and the 
patient’s general condition was age satisfactory by the 
end of the Ist — — week. Antibiotics were con- 
3 tinued for an additional week, and chest films showed good 
* g expansion of the upper and lower lobes. A follow-up ex- 
i amination 6 months later revealed him to be entirely well. 
* 
| 
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Case 6. E.S., a 65-year-old married was family physician had discovered a lower para- 

admitted to the Thoracic Surgical on February 9, 1 

1954, for evaluation of an infiltrative lesion of the right The only symptom referable to the respiratory system 
was that of intermittent episodes of dull, dis- 


10 n 1044 minimal digital cl ing was first observed, comfort in the right lower anterior aspect of the 

and a chest film revealed 2 calci primary tubercles in during the past year. A review of the systems revealed 

the middle lobe. Because of the onset of an irritative cough chronic consti tion of many years’ duration, for which she 
no 


A 


B 
F. 7. Shar 4 4 H ity in the Middle Lobe and a Small Area of I in the 
IGURE ply Defined Area of A a of Infiltration 


biopey. The bronchial secretions 
nant cells. : and for acid-fast bacilli. digi 
with a the right. middle lobe was densely 
pneumonitis of the right middle lobe. consolidated, and there was a rubbery area of infiltration 
in the anterior basilar segment of oe ae There 


care. 
Casz 7. E.O.,a single woman, was admitted The excised middle and lower lobes revealed lipoid 
pneumonia, with dense consolidation of the middle lobe and 


the patient was referred for pulmonary diagnostic studies. apparent discomfort. The lungs were clear to percussion 
Ween @ Gir He and auscultation. The heart was enlarged, the area of car- 
denied is, chest pain and night sweats. A gradual diac dullness extending to the left anterior axillary line, 
b weigh t loss had — observed over the preceding and occasional extrasystoles were noted. There was no 
year but was believed to be related to a recurrence of pre- digital clubbing. : g 
viously controlled hyperthyroidism. Blood counts, urinalysis and blood chemical determina- 
Physical examination revealed a thin, apprehensive elderly tions were within normal limits. Three successive sputum 
man with considerable exophthalmos. An old thyroidectomy examinations were negative both for acid-fast bacilli and for 
scar was present, and a rubbery nodular remnant of the malignant cells. A culture yielded only normal flora. The 
thyroid gland, 2 by 2 cm., was palpable on the right. The maximum breathing capacity was 44 liters per minute. 
chest was normal, and the lung fields were entirely clear. Chest films and laminagrams revealed a sharply defined 
Marked digital clubbing was present. area of density in the right-lower-lung field anteriorly, 
Laboratory study revealed normal blood counts and interpreted as consistent with an interlobar effusion or pos- 
urinalysis. A serologic test for syphilis was negative. The  sibly an atelectasis of the middle lobe (Fig. 7). In addition 
serum butyl extractable iodine was 4.1 gamma per cent. The an area of infiltration was noted in the anterior basilar 
sputum was negative by smear for acid-fast bacilli. segment of the right lower lobe. A bone series was negative 
of 1 infil bron ted of ~~ abou 
ution e infiltration, - emonstrated an area t 
the middle- 
262 and the hilus was clear. A bilobectomy was 
in differentiating resolving pneumonitis from middle- through the intermediate bronchus, preserving perf _ 
lobe syndrome. If the pneumonitis recurred in this volved upper lobe. Postoperatively, the patient lapsed into 
area Lipiodol bronchograms would be indicated to from — by 
incision healed 
rule out underlying pulmonary disease such as bron- uneventfully, and ane lobe expanded well to fill the 
chiectasis. right hemithorax. She was discharged to a nursing home 
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an area of infiltration in the anterior basilar segment of 
the lower lobe. 


The nightly ingestion of a mineral-oil preparation 
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— — and lipoid pneumonia. | 


presenting some clinical and radiologic features in 
common with middle-lobe syndrome. 

The definitive diagnosis of middle-lobe 

can be made only by surgery and after examination 
of the resected specimen and not on the basis of 


give 

that I had been taught to do — in fact more. I must 
have measured her pelvis at least sixteen times, get- 
ting a different answer each time. I need not have 


Ma femme est malade.” This I translated as mean- 


has given me a deep appreciation of the forces of 
labor 


What has all this to do with the practice of ob- 
stetrics in Massachusetts? What happens in the rural 
areas of Quebec also happens in the city of Boston. 
At least 17 per cent of all women delivered in the 
hospital that serves the largest number of ward ma- 


is associated with its own sequelae, which may be 
A Ä progressive and even sometimes lethal. Accordingly, 
diagnosis, which, however, could not be proved a diagnosis of “middle-lobe syndrome” should be 
without histologic examination of the involved pul- made only after pathological examination of the 
monary parenchyma. Lipoid pneumonia follows resected specimen and not on a clinical basis alone. 
chronic aspiration of small amounts of oily medica- 
ap 
“fects or may be vehicles for nose drops or vitamins. The pathogenesis of the middle-lobe syndrome 
The lipoid pneumonic infiltrations usually occur in and its clinical, radiologic and bronchoscopic mani- 
the right middle or lower lobes, and are often multi- _festations are reviewed. 
lobar. This entity cannot clinically be distinguished The difficulty of establishing an accurate clinical 
with certainty from neoplasm or from chronic non- 
specific pneumonitis of the middle lobe. 
Discussion 
These case reports have been selected and the 
comments designed not to disparage the recognition 
of atelectasis and chronic pneumonitis of the mid- 
dle lobe as a distinctive syndrome but to illustrate the » : 
wide variety of middle-lobe lesions, which cannot al- REFERENCES 
ways be differentiated with certainty except by opera- 
tive intervention and pathological study. The lesions 1 Med, €30-04, 
in this series of case reports included nonspecific mediastinal lymphadenitis ‘in childhood: secondary effects on lungs. 
atelectasis and chronic pneumonitis, with secondary 5, B. Shaw, l. Chronic stclectasis and bes- 
bronchiectasis; bronchogenic carcinoma; atelectasis 4 middie King, lobe of riche hang: its 
and organizing pneumonitis secondary to tuberculous ie" and disease. Am. J. Roentgenol. 3s: 
hilar lymphadenitis; parenchymal tuberculosis; chron- 3. Rubin, E. H., and Rubin, M._ Shrunken right middle lobe, with 
ic abscess, with organizing pneumonitis; acute pneu- 145, 1950. 
REPORT TO OBSTETRICIANS 
R. Geratp Rice, M. D.“ 
BOSTON 
1 SPENT two years as a general practitioner in a ing that his wife was sick so I took my bag and 
small village 35 miles from a hospital in the Prov- started out to his sleigh. He became excited and 
ince of Quebec. A large part of the practice con- roared, “Non! Non! La grande boite.” So I took the 
sisted of obstetrics. Four and a half years’ Army serv- large obstetric kit and later that night, in a one- 
ice immediately before I set up practice had done room shanty in the woods, assisted at the delivery of 
nothing to improve my skill as an obstetrician. My a woman I had never seen before in my life. 
first maternity patient came to see me early in her This demonstration of French Canadian accept- 
pregnancy and made regular visits. In my efforts to ance of me was followed by a deluge of gentlemen 
: ° * at the door stating, “Ma femme est malade,” or, as 
I thought much more to the point, “Accouchement 
toute suite.” I shall never forget the many hours 
I spent, terrified and alone, literally facing the un- 
been so concerned. Long before her delivery I had known. This experience taught me a great deal and 
Late one night a French Canadian arrived at the 
— — 


Taste 1. 
ch 1952.* 
Mareanat Moatatity Decagase In 
1941 1952 19811852 

All causes 28.8 5.4 81 
Infection 14.5 1.2 92 
Hemorrhage 4.7 1.1 77 
Toxemia 43 1.2 72 
Other 5.3 1.9 


Taste 2. Infant, Neonatal and Postneonatal Mortality, 
Massachusetts, 1941 and 1952.* 


CLASSIFICATION Moataity 
1941 1952 1941- 
EA EA. 
Infant (under I yr.) 35.3 23.8 33 
Postneonatal (4 wk. 114 5.3 ” 

to I yr.) 
Neonatal (under 4 wk.) 23.9 18.5 23 
from 
2 2 7152 data published in Annual Reports on the Vital Sta- 


tions taking toll of the health of the citizens of the 
Commonwealth. 
The following is a short report on certain factors 


My purpose in presenting this report is to demon- 
strate to the obstetric fraternity the need for a study 
of obstetric care similar to the study of pediatric care 
made by the American Academy of Pediatrics a few 
years ago. 

Moartauiry Rates 


Table 1 shows the progress that has been made in 
reducing maternal mortality in Massachusetts dur- 
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ing the period 1941-1952. This remarkable achieve- 
ment is largely due to the application of modern 
medical knowledge by well trained physicians. It is 
due in part to improvement in medical facilities, to 
a better informed public and probably to some ex- 
tent to a gradual improvement in the physical status 
of the women of Massachusetts. It is also due in 
some measure to the long and continuous campaign 
carried on by the Massachusetts Department of 
Public Health to improve hospital facilities and to 
educate the public to the need for early and con- 
tinuous medical care during pregnancy. 

In spite of this excellent progress 50 to 60 women 
will die in the Commonwealth in 1955 from causes 
associated with childbirth. Half to three quarters 
of these deaths could be prevented by the full utili- 


Ace Hosprrat A Hosprrar B® 
NUM-  $PERCENT- NUM-  $PERCENT- 
BER AGE BER AGE 

vr. 

All cases with age 2076 100.0 1851 100.0 
Under 20 300 14.4 1530 8.1 
20-24 640 30.8 572 30.9 
25-29 540 26.0 610 33.0 
30-34 354 17.1 317 17.1 
35 & over 242 11.7 202 10.9 

Cases with no report 676 3 

on age 
*House admissions. 


zation, by both physician and patient, of modern 
medical know 


and pathology of the fetus and newborn and to the 
prevention of prematurity and the care of 
ture infants. These contributions have 
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ternity patients in this city 
shown to receive no prenatal care because they do 
not present themselves at the hospital until they 
are in labor.“ It also happens in New York City,’ 
and it most certainly happens in Dallas, Baltimore, 
Seattle and any other city or hamlet in the United 
States. 
The Legislature created the Massachusetts De- 
partment of Public Health in 1869 and ordered it , 
to “take cognizance of the interests of health and life 
among the citizens of the commonwealth, make 
sanitary investigations and inquiries relative to the 
causes of disease, and especially of epidemics, the 
sources of mortality and the effects of localities, 
employments, conditions, and circumstances on the 
public health.” A major function of the Depart- 
ment has been to investigate and report on condi- 

Table 2 shows the advance that was made in the 
reduction of infant mortality in Massachusetts dur- 
ing the same period. This accomplishment is less 
spectacular than that demonstrated for maternal 
mortality. It must also provide less satisfaction to 
the obstetrician, for it clearly shows that the major 
advance has been made in the area of postneonatal 
causes of death. The decline in mortality from con- 
ditions that have their inception in pregnancy is 

Certain lying-in hospitals have made major con- 

tributions to the understanding of the physiology 

affecting the health of mothers and infants that I 

be of pactinelar concern to — 
through the pooling of knowledge of obstetrician, 
pediatrician and pathologist. This type of joint ac- 
tivity is needed elsewhere. I am concerned that the 
growth of the pediatrician’s importance may in- 
fluence the obstetrician to disregard his responsibility 
to the infant. Efforts are being made to discard the 

more precise pathological descriptions. The term pre- 
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maturity may be outmoded; however, it has the vir- 
tue of placing the major responsibility for seeking 
methods to prevent this condition where I believe 
it belongs, on the obstetrician. 


Sociat Factors 


Tables 3, 4 and 5 compare patients delivered at 
two large maternity hospitals in Massachusetts for 
age, parity and month of pregnancy in which pre- 
natal care was first given. Hospital A is a large mu- 
nicipal hospital serving persons in the lowest eco- 
nomic class. Hospital B is a voluntary hospital serv- 
ing a comparatively well-to-do population. The sta- 
tistics for Hospital A were obtained from social-serv- 
ice reports and are for the entire year 1953. Statistics 


Taste 4. Parity of Mothers As Reported for Two Mater- 
nity Hospitals. 


for Hospital B are from punch cards and cover the 
period January to October, 1952. 

Table 3 demonstrates the difference in age of 
mothers on admission to prenatal clinics of Hospital 
A and Hospital B. 

Table 4 shows that the mothers at Hospital A had 
a higher degree of parity than those at Hospital B. 
A correlation of parity and age would be of interest. 

Table 5 concerns prenatal care. It demonstrates 
that 3.5 per cent of women were admitted for pre- 
natal care to Hospital A, and 22.6 per cent to Hos- 
pital B before the thirteenth week. 

Table 6 demonstrates the variation in the prema- 
turity rate between Hospital A and the house and 
private services of Hospital B during 1953. These 
statistics are based on the reports of premature 
births made to the Massachusetts Department of 
Public Health. This table shows that mothers 
delivered at Hospital A, for the most part in the 
lowest economic group, had a much higher pro- 
portion of premature infants than those delivered 
on either the house or the private service at Hos- 
pital B. 

It has been recognized for a long time that social 
and economic factors have an effect on women dur- 
ing the child-bearing period. It is startling to get 
evidence of this so close to home. 


REPORT TO OBSTETRICIANS — RICE 


PrenaTtat Care 


It seems to be the impression of some physicians 
that the great majority of pregnant women receive 
comprehensive prenatal care. It has been suggested 
that medical care during pregnancy is being fully 
utilized as a means of decreasing maternal, infant 


Taste 5. Duration of Pregnancy on Admission to Pre- 
natal Clinic. 


13 or less 72 


+House admissions. 

and fetal morbidity and mortality and that further 
progress must await new knowledge in the field of 
y. This may be true in certain hos- 
pitals and of the care given by many physicians in 
private practice. However, there is no indication 
of the completeness of prenatal care given to women 
throughout the Commonwealth, either in hospital 
clinics or by physicians in their private offices. It 
is known that women die in Massachusetts because 
the simple procedures of taking blood pressure and 
weight and doing a urinalysis are neglected or be- 
Taste 6. Total Live Births and Incidence of Prematurity 

during 1953. 


Source or 

Data Live 

Brus 
AMONG 
WHITE 
PATIENTS 


% 
11.5 


cause a realistic estimate of the capacity of the pel- 
vis is not made. 


ANESTHESIA 


The statement has been made that anesthesia has 
no effect on the outcome of pregnancy. This is 
probably true when obstetric anesthesia is given by a 
qualified person under controlled conditions. How- 
ever, anesthesia has been reported during the past 
few years as being the causative factor in approx- 
imately 10 per cent of the maternal deaths occurring 
each year in the Commonwealth. Surely, these 
deaths are preventable. If the i in Mas- 
sachusetts reflects that of others“ these deaths re- 
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DuraTIon or Hosprtat A Hosrrral. Bt 
Paecnancy* 
NUMBER PERCENTAGE NUMBER PERCENTAGE 
wk. 
3.5 393 22.6 
No. or Tuts Hosprtat A Hosprtat B“ 
PrecNaNncy 
NUM- PERCENT- NUM- PERCENT- 
BER AGE RE R AGE 
All cases with parity 2076 100.0 1853 100.0 
reported 
Ist 394 19.0 637 4.4 
2d 415 20.0 489 26.4 
3d or 4th 701 33.8 525 28.3 
5th or 6th 331 15.9 14 8.3 
7th or 8th 144 6.9 34 1.8 
Hh or over 91 44 14 0.8 
Cases with no report 676 1 
on parity 
AMONG 
NONWHITE 
PA 
BIRTHS 
* * 
Hospital A 2803 12.6 13.3 
Hospital B 
House service 2106 74 « bd 
Private service 3144 6.9 * * 
*Data not available. 
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sult chiefly from the administration of inhalation 
anesthesia to a woman who does not have an empty 
stomach, vomiting and inhalation of food particles 
being followed by pulmonary collapse, or else they 
result from administration of spinal anesthesia by 
an inexperienced person who fails to recognize that 
the physical dynamics of a pregnant woman are 
different from those of a nonpregnant woman. If 
anesthesia causes this mortality among mothers, can 
it be stated that it has no effect on the infant? 

I realize that the use of anesthesia has lowered ma- 
ternal and infant mortality by doing away with the 


in many women. 
I refer occur when the scrub or circulating nurse is 
asked to pour on a little ether or when an obste- 
trician with inadequate experience gives a spinal 
anesthetic and then moves to the end of the table to 
conduct the delivery. 


Marernat Morsiwiry 


No statistics are available regarding long-term ma- 
ternal morbidity. A detailed study of the reasons 
for which gynecologic operations are performed 
would be of interest. Are some necessary because of 
errors in the conduct of a previous labor? Does the 
happy result of a living mother and child mean that 
all is well, or will it become necessary to the 
uterus at some later date? ) 


Hosprrar DiscHarce 


A problem that must be of considerable concern 
to those who practice obstetrics is that posed by the 
hospital discharge of maternity patients three to five 
days after delivery. All will agree that a mother 
needs a rest after the birth of her child. When sent 
home three to five days post partum she is in no con- 
dition to care for her new baby and also to meet the 
demands of the other members of her family. It 
seems to me that if an obstetrician discharges a 
woman early because he wishes to save the family 
the expense of extended hospital care, it is his re- 
sponsibility to see that adequate provision is made 
for her to rest at home. If the family is unable to 
bear the expense of a private nurse community re- 
sources should be drawn on to furnish a homemaker 
or a trained practical nurse. The hospital social 
worker can render valuable assistance in this field. 
In all events the situation should be made known 
to the local nursing agency so that immediate help 
can be made available on a visit basis to support the 
woman through this critical period. 

post-partum patients to require the services 

ti ese services meet modern medical standards. Each 
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Massachusetts physician is a member of a typical 
New England town or city. Those who practice ob- 
stetrics must be concerned with the quality of nurs- 
ing and social service made available to maternity 
patients by their local Visiting Nurse Associations 
and Family Service Agencies. These groups need 
and are anxious to obtain medical direction and sup- 
port. 


Discussion 


The following conclusions are drawn from the ma- 
terial presented above. Some of these conclusions 
are based on fact; others, on personal impressions. 
The decline in the infant mortality rate has not 
kept pace with the decline in the maternal mortality 
rate. This is particularly true of the death rate in 
the neonatal period. Deaths occurring in the age 
group under one month are chiefly due to conditions 
that have their origin in pregnancy. Close co-op- 
eration of obstetrician and pediatrician is necessary 
for further progress in reducing the toll from these 


public and private, are from a comparatively fa- 
vored economic group should not consider his experi- 
ence typical of that for the state as a whole. Sup- 
port, other than moral, must be given to the phy- 
sicians caring for the important segment of the pop- 
ulation in the lowest economic group so that facili- 
ties for medical care are adequate to meet the de- 
mands made upon them. Intensified public-health 
nursing, medical social work and nutritional services 
must be made available to pregnant women in this 


Pregnant women do not receive adequate prenatal 
care as universally as physicians generally believe. 
This is due in part to the fact that some, as stated 


days after delivery. Physicians should interest them- 
selves in the quality of care rendered by nursing 
and social agencies in their home communities. 


A for high forceps ¢ ry and other complicatec 
obstetric procedures. The judicious use of anesthesia 
is also responsible for preserving the pelvic structures 
CONndItIONS. 
— Social and economic factors influence the outcome 
above, do not seek medical care early enough, and 
some not at all. Also, it has been determined by the 
Committee on Maternal Welfare of the Massachu- 
setts Medical Society, in its investigation of maternal 
deaths, that all physicians do not give adequate pre- 
natal care to women who come under their care. 

Obstetric anesthesia has proved to be life saving. 
It can also cause maternal deaths. Obstetric anes- 
thesia should only be given by persons trained in 
the particular technic to be used. The availability 
of someone capable of performing intubation can 
save a woman who has aspirated vomitus. 

Little is known regarding the long-term maternal 
morbidity that may be correlated with obstetric pro- 
cedures. 

The use of ancillary medical services is necessary 
for the support of women discharged three to five 
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It is apparent that further studies of all these 
factors are needed. A number of years ago the Amer- 
ican Academy of Pediatrics conducted a nationwide 
study of pediatric care. This study showed, among 
other things, that 80 per cent of pediatric care at 
that time was given by general practitioners. This 
conclusion has had a profound effect on pediatric 
education. I suggest that a similar study of ob- 
Stetric care would be of great value. It would an- 
wer many questions. What is the training of the 
men who perform the majority of deliveries? Are 


in the majority of hospitals? Do most pregnant 
women receive adequate prenatal care? Does the 
average medical student receive sufficient obstetric 
teaching? The possibilities are limitless. I am sure 
that the American Academy of Pediatrics would be 
willing to share the knowledge of procedure that it 
has gained with any obstetric group interested in 
undertaking such a study and that financial support 
could be obtained from both public and private 
funds. The pediatric study began as a pilot study 
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in one state. It would be gratifying if the obste- 
tricians of New England could initiate a study that 
would have the effect on obstetric education and 
practices that the pediatric study had on pediatric 
education and i A study of obstetric care 
need not be limited by the factors that confined the 
pediatric study to an estimation of the quantity of 
care provided. Quality of obstetric care could be 
considered, and an estimate of those who receive in- 
adequate or no care could be determined. 


SumMMARY 


Certain factors affecting the health of mothers 
and infants are discussed. The need for a study of 
the quality and quantity of obstetric care is outlined. 
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JAUNDICE FOLLOWING THE ADMINISTRATION OF 50 MG. OF 
MAZINE* 


CHLORPRO 


RaLyn M. Sussman, M. D., f ann Pully Sumner, M. D. 


NEW YORK CITY 


drug in many of the specialties of medicine. First 
introduced by French workers,“ it has been used 
for the suppression of nausea and vomiting of varied 
origin. More recently, it has been recommended 
for the treatment of mental disturbances“ ? and in- 
tractable hiccup.® 

The known side effects are drowsiness, postural 
hypotension,’ which may lead to renal insufficiency, 
tachycardia, dryness of the mouth, nasal congestion, 
pyrosis and constipation. Miosis and sometimes my- 
driasis, mild increase in temperature, agranulocyto- 
sis, 10-12 cosinophilia and allergic reactions, which 
are for the most part urticarial, have also been re- 
corded. Neuropsychiatric symptoms such as vivid 
dreams, and amyostatic phenomena, suggesting classic 
Parkinsonism, may appear after the drug has been 
taken. 

The most disturbing of the extratherapeutic actions 
of chlorpromazine, however, is jaundice. The fol- 


lowing case is reported because it occurred after ad- 
ministration of only 50 mg. of the drug. 
Case Report 


-old admitted to 
Beth I 


A 53- 
ices of 


25 8 
25382 


were 

on the day of admission, the stools being 

She could recall no vomiting or epigastric pain 
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more cesarean sections done by general surgeons than 

rics 

He 
4. Kle 

to 

ye the medical serv- 
he 18, 1954, with 
€ chiel complaint of generalized pruritus of 10 days’ dura- 
tion. There was a 26-year history of constipation requiring 
or 2 enemas a week and the frequent use of cathartics. 
During periods of constipation she occasionally became nau- 
seated and vomited. There was no history of hematemesis, 
—— weight loss, anorexia or recent change in. bowel 
abits. 

During the 4 months before admission she began to note 
intermittent, sticking pain in the left upper quadrant dur- 
ing periods of constipation, this symptom being relieved by 
enemas. The pain was in no way related to food ingestion 
and several times awoke her from sleep. There was some 
intensification of complaints during the 
mission. Twelve days before admission he 
mg. of chlorpromazine hydrochloride (Thorazi 
in the outpatient medical clinic because of 
proximately ½ hour later she noted a transi 
marked generalized weakness, from which she 
recovered. Two days later generalized pruritus 
persisting for the next 10 days. She 
patient d t, where icterus 

Heart and Kidney Research Fund. 
tAssociate physician, Beth Israel Hospital. 
tAssistant resident, Beth Israel Hospital. Physical examination revealed a well nourished, well de- 


icteric woman. The head, neck and chest were 
ae Examination aden of the abdomen showed a 
nontender, smooth liver edge just below the right 
margin on deep inspiration. The remai of the examina- 
tion was entirely unrevealing. 
The temperature, pulse, respirations and blood pressure 


were normal. 

Examination of the blood 1 a red - cell count of 
4,420,000, with a hemoglobin of 12.4 gm. per 100 — 
Repeated white - cell counts were Uri 
negative except for the presence of bile, 
crease in urobilinogen e erythrocyte sedimentation rate 
was 17 mm. per hour. The stools were clay colored and 
negative for occult blood and bile The fasting blood sugar, 
total protein and albumin-globulin ratio, nonprotein nitro- 
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organic cause for these complaints 

On May 2, 1955, 38 mg. of chlorpromazine, disguised in 
ac _capsule, was given to the 
sultation in the outpatient r 
hours later she ~~ ined of 
occurring 2 hours 
vomiting and nausea had been associated with this 

Liver studies on May 5 revealed a serum bile K 
tase 


the alkaline phosphatase 6 Bodansky 


0.64 mg. per 100 cc., 


Figure 1. Cholecystograms, ne Visualization of the Gall Bladder and Common Duct Ten Minutes (A) and of the 
Bladder Thirty Minutes (B) after a Fatty Meal. 


gen, cholesterol and esters, serum lipase and amylase, . 
lin flocculation, thymol turbidity and bin 
normal, The total serum bilirubin was 14.09 m 
100 cc., with 6.82 mg. in the direct form. The mg. pet 
phosphatase was 9 y units. Duodenal drainage was 
negative for bile and occult blood. No cholesterol crystals 
or cells were seen. An electrocardiogram, film of the chest 
and plain film of the abdomen were within normal limits. 
A — series, — study and sig - 
entirely normal. Attempts to opacify any 
biliary tract with Telepaque or 44 in- 
travenously were unsuccessful 
During the subsequent 7 weeks the jaundice gradually re- 
ceded, and the serum bilirubin and alkaline phosphatase 
returned to L. The continued improvement was re- 
flected ay the normal laboratory findings and the absence 
of evidence of hepatocellular damage. Cholecystography 
now disclosed excellent filling of the gall der. 
contractility after a fatty meal was normal, and the cystic 
and common bile ducts could be identified. Opaque ma- 
terial was seen entering the duodenum, and no shadows 
stones could be discerned in any area (Fig. 14 and B). 
The patient was finally discharged on the 5lst day after 
admission. Three months later, follow-up examinations in 
the outpatient revealed normal 


cephalin flocculation and serum 


=. the thymol turbidity 2.6 units per 100 cc., and the 
These find - 
are comparable to those of January 24, when the serum 
bilirubin ‘wae 0.32 mg. per 100 cc., the alkaline 
93 units, and the thymol turbidi 
cc 
These data leave little doubt of the effect of chlorproma- 
zine in the production of bile stasis in this case. 


Discussion 


The presenting signs and symptoms of obstructive 
jaundice in the absence of hepatocellular damage 
ordinarily suggest the need for surgical intervention. 
Although viral cholangiolitic or serum hepatitis was 
considered clinically, it was excluded because of the 
consistently normal flocculation tests and the ab- 
sence of fever, anorexia and hepatic tenderness. It 
was the decision not to operate that created the 
greatest discussion. Because of the awareness of the 
unusual nature of this case, the patient was repeat- 

possible 


edly questioned regarding exposure to 


phosphatase 
ty 3.4 units per 


500 444400 Sept. 22, 1955 
the complaints, consisting of constipation and occasional 
left-upper-quadrant discomfort, remained unchanged. Care- 
ful review of all x-ray and laboratory studies revealed no 

ansky units and a cephalin culation a trace in 
24 and + in 48 hours. On May 23 the serum bilirubin was 
a — 
— 
4 
4 2 * 
A B 
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hepatotoxic drugs, sprays, cleansing agents and pos- 
sible parenteral injections within the six-month pe- 
riod before hospital entry, The cathartics used were 
issued in the outpatient clinic; none could be re- 
garded as icterogenic after careful scrutiny. 

The sequence of events in this case, consisting of 
weakness half an hour after the ingestion of 50 mg. 
of chlorpromazine, the absence of severe pain, the 
Occurrence of pruritus two days later and the evolu- 
tion of regurgitation jaundice ten days thereafter, 
without substantiating laboratory evidence of injury to 
the hepatic parenchyma, indicated hypersensitivity to 
the drug. Several weeks elapsed before diminution 
in the serum bilirubin fortified the diagnosis of chlor- 


thiouracil’? have been reported. In these cases the 
striking features on histologic examination were 
cholestasis in the center of the liver lobules, with lit- 
mild inflammatory response. Liver biopsies taken 

from patients with chlorpromazine jaundice parallel 
these anatomic findings. 

The actual mechanism of these disturbances in 
bile circulation is unknown, It appears that the in- 
spissation of bile that occurs in the canaliculi repre- 
sents an alteration in its viscosity or that periductal 
edema causes arrest in bile flow. 

Although chlorpromazine jaundice has been re- 
ported as a delayed phenomenon usually occurring 
during the second week of its administration fever, 
as a manifestation of drug allergy, has been reported 
as early as the first week.“ The short interval be- 
tween the administration of the drug in this case and 
the appearance of pruritus as a symptom of jaundice 
two days thereafter is consistent with the concept of 
an accelerated reaction due to previous sensitization 
by a drug sufficiently related to chlorpromazine im- 
munochemically to produce so-called cross-sensitiza- 
tion. In this connection it should be recalled that, 
although chlorpromazine is an urticariogenic sub- 
stance, it is chemically proximate to the widely used 
antihistaminic, _(10-[2-dimethylamino- I- 


= skin tests were omitted. 2 1 
journ in the hospital acted as a restraint against 
further trials with ch 

However, five months after discharge from the 
hospital, the crucial clinical experiment involving the 
use of a test dose of chlorpromazine by the blind test 
was carried out. The patient again experienced a 
dramatic reaction two hours after taking the drug. 
A rise in the alkaline phosphatase and serum bili- 
rubin in the presence of a normal cephalin floccula- 
tion three days later attested to the presence of 
cholestatic jaundice as an accelerated response to the 
phenothiazine. The disappearance of evidence of 
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obstruction within an eighteen-day period suggested 
a milder reaction to the drug. Current reports claim 
the absence of repeated attacks of icterus after re- 
administration in persons once jaundiced from chlor- 
promazine. In this case one might have come to a 
similar conclusion if careful chemical investigations 
had not been carried out. 

Since needle biopsy has not been an in- 
nocuous procedure the patient’s benign course in the 


Accelerated reactions are well known phenomena 
in serum sickness, and the basic similarity between 
serum sickness and drug sensitivity has been discern- 
ingly documented by Indeed, the ninth- 
day erythema of Milian after the use of arsphena- 
mine“ as a therapeutic agent is sometimes associ- 
ated with jaundice.*** It is from a temporally sim- 
ilar group that Hanger and Gutman“ drew their 
material for the description of jaundice character- 
istic of intrahepatic obstruction. Soon after a second 
weekly injection of arsphenamine, usually on the 
eighth or ninth day after the initial treatment, jaun- 
dice appeared. In several cases erythema accom- 
panied the jaundice, suggesting to the authors 
Milian’s ninth-day erythema. Their description may 
be regarded as similar to cholestatic jaundice due to 
drug sensitivity. 

The occurrence of both eosinophilia’® and agranu- 
locytosis'’-'* has recently been recorded after the ad- 
ministration of chlorpromazine. These, too, have 
long been interpreted as manifestations of drug sen- 
sitivity. The association of cholestatic jaundice with 
eosinophilia'® and agranulocytosis emphasizes the 
effect of hypersensitivity in the pathogenesis of this 
variety of icterus. 

An awareness of the entity involves the questioning 
of every patient with obstructive jaundice regarding 
recent medications, regardless of the size of the dose 
employed. Because nausea and vomiting are com- 
mon initial symptoms of a host of diseases it is par- 
ticularly important to record the use of chlorproma- 
zine when that drug is administered. 

When it is prescribed in the course of uremia the 
intensity of the pruritus should be noted before the 
drug is dispensed since increased itching may be a 
precursor of jaundice rather than a token of ad- 
vancing azotemia. 

When cholelithiasis and cholecystitis are recorded 
in the history it would be well to avoid the use of 
chlorpromazine because of the possible diagnostic 


confusion that may ensue in a hypersensitive patient. 
Summary AND CONCLUSIONS 

A case of painless, obstructive jaundice lasting for 

seven weeks after the ingestion of 50 mg. of chlor- 

promazine is described. Hyperbilirubinemia, bili- 

rubinuria, elevation of the alkaline phosphatase with 
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and her clinical behavior, toget 

laboratory and radiologic findings, were deemed 

sufficient evidence for the diagnosis of chlorproma- 

zine jaundice. 

promazine jaundice. Similar obstructive phenomena 
after the administration of arsphenamine, methyl 
TOT 15,16 eneddi⸗ min nnen ‘hate 
phenothiazine), which 1s also a phenothia- 
zine. Because positive skin reactions to allergens are 
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a normal cephalin flocculation and cholesterol esteri- 
fication characterized the chemical investigation. 
Cholecystographic studies performed after the sub- 
sidence of jaundice revealed a completely normal 
biliary excretory system. The temporal relation be- 
tween drug ingestion and the appearance of jaun- 
dice is suggestive of hypersensitivity. 

In cases of obstructive jaundice in which specific 
questioning discloses recent intake of even small 
amounts of chlorpromazine surgery should be de- 
ferred. 
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ORAL TREATMENT OF PERNICIOUS ANEMIA WITH VITAMIN B. WITHOUT 
INTRINSIC FACTOR* 


Epwarp H. Reisner, In., 


M.D.,¢ Leo Werner, M. D., Marityn T. Scuirrone, M.D.,§ 


AND Epwin A. Hencx, M.D.§ 


NEW YORK CITY 


B,, from the gastrointestinal tract is normally de- 
pendent on the presence of the intrinsic factor of 
Castle in the gastric secretions. A lack of intrinsic 
factor results in deficient absorption of vitamin B,, 
and the clinical picture of pernicious anemia. In the 
treatment of this condition it has been necessary 
either to administer vitamin B. parenterally or to 
add intrinsic factor to the vitamin Biz given by 
mouth to ensure proper absorption. If, however, the 
oral dose of vitamin Bis is increased to more than 1 


administration of I mg. of vitamin B.: without in- 
trinsic factor was adequate for the maintenance of 
patients with pernicious anemia over a prolonged 
period. 


„Department of Medicine, New 
of clinical medicine, New York University Post- 
MeBical School. 


{Assistant professor of clinical medicine, New York University Post- 
Graduate Medical School. 


Mrrnons AND MATERIALS 

Patients with proved anemia from the 
Hematology Clinics of the Fourth Medical Division 
of Bellevue Hospital and the University Hospital 
were placed on regular oral doses of 1 mg. of vita- 
min Bis instead of the parenteral therapy that they 
had been receiving. The vitamin Bi was given in 
the form of a I- mg. tablet. On occasion, when the 
supply of tablets was temporarily exhausted, the con- 
tents of an ampoule of solution containing 1 mg. of 
vitamin B,, per cubic centimeter was given by mouth. 
The patients were given the vitamin B.: by mouth 
with the same frequency that they had 
received it by injection — for example, weekly, bi- 
weekly, and every two weeks. A base-line blood 


thereafter. If there appeared to be any hematologic 

or neurologic relapse the interval between doses was 
diminished by half. Relapse was defined as any drop 
in hemoglobin levels of more than 1 gm. per 100 cc., 
decrease of the red-cell count of more than 500,000 
or any increase of objective or subjective neurologic 


‘Kindly supplied by Merck and Company, Rahway, New Jersey. 
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trinsic factor to bring about hematologic remission in 
patients with pernicious anemia.’ This study was 
undertaken to determine whether the regular oral 
count and neurologic examina were done a 
beginning of oral and three months 


apy. Both groups of patients had received the re- 


3 1. Relapse on Different D Schedules of Vita- 
min Bu in 1-Mg. Pills in Patients Pernicious Anemia. 


Patiants 


— 


level was determined by the method of Okuda et 
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ceiving treatment at weekly or bimonthly intervals. 
Of 13 patients started on a weekly regimen 1 
showed a slight increase of paresthesias after four 
months and was changed to a biweekly schedule. Of 
21 patients started on bimonthly treatment 2 showed 
a slight fall in blood levels after three and 
months respectively and were changed to 
doses. Of 6 patients treated with the pills every three 
or four weeks 3 showed slight hematologic relapse 
and were changed to weekly treatment when this 


sequent follow-up study for six and three months, 
respectively, in these patients yielded no sign of re- 


Fourteen of the 43 patients had signs of combined 
system disease of the spinal cord (Table 2). In 4 


Taare 2. Results of Treatment of Patients with Peraicious Anemia and Spinal-Cord Disease. 


Disease 


*Relapse 
tSlight increase in 
1 Excellent improvement on 


biweekly therapy for 


al., in which the mean levels of vitamin Bis per 
cubic centimeter of serum are 158: 11 micro- 
microgm. for young normal subjects, 108+ 8.5 

for patients with pernicious anemia 
in remission and 219+ 12 micromicrogm. for pa- 
tients with diabetes. 

REesuts 

Forty-three patients were followed on this therapy 
for periods of twelve to twenty-eight months, with 


2 * my mo. of weekly therapy; patients asymptomatic for 15 mo. thereafter on biweekly therapy. 
for 3 mo., with continued improvement during next 6 mo. on weekly therapy. 


patients with mild ic disease no signs of re- 
lapse were noted, and 3 of the 4 showed subjective 
or objective improvement. Of 7 patients with mod- 
erately severe spinal-cord disease improvement was 

observed in 3, and the condition of 2 remained static. 
One patient (referred to above) had a slight sub- 


Vol. 233 No. 12 Dr 503 
signs or symptoms. Serum vitamin Bis levels were an average of twenty and nine-tenths months (Table 
determined on a group of the patients on oral 1). The initial dose frequency ranged from twice 
therapy selected at random, for comparison with weekly to every four weeks, most of the patients re- 
blood levels determined on another random group 
of patients treated by conventional parenteral ther- 
Scnepute 
Twice 3 0 
weekly 
curred. In every Case Of relapse, remission was 
Weekly 13 1* 4 prompt and satisfactorily maintained at the more 
frequent dosage level. 
em. “ at ; Two patients on weekly doses had severe subjective 
Every 3 wk. 3 20 i" symptoms of paresthesias, ataxia, weakness and gas- 
8 trointestinal distress a few weeks after the substitu- 
Every 4 wk. 3 It 1 tion of oral for parenteral therapy. These com- 
plaints were not accompanied by any objective evi- 
*Intensification of neurologic — — * dence of hematologic or neurologic relapse and dis- 
or 500,000 inv red-cell count; sil relapece promptly cofrected by dene appeared promptly when placebo injections were 
6 given together with the vitamin Bis by mouth. Sub- 
spective forms of therapy for at least six months. The 
bloods were drawn before the patients had received 
oral or parenteral therapy on that day, and the 
serum was removed and frozen until the vitamin B.: 
— 
FREQUENCY DURATION PATIENTS PATIENTS PATIENTS 
IMPROVED WITH NO IN 
CHANGE RELAPSE 
Mild 3 Once weekly 2, 14, 17 2 1 
1 Every 2 wk. 17 1 
Moderate 1 Twice weekly 10 1 (?)* 
6 Once weekly Sst. 10, 14. 3 2 11 
Severe 2 Twice weekly 3,3 10 2 
1 Once weekly 10 1 
promptly when the dose was increased to twice 
weekly. One patient showed some aggravation of 
ataxia after ten months of biweekly oral therapy 
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that was hard to evaluate because of coexistent Park- 
insonism. Three cases were classified as severe spinal- 
cord disease. One of these patients improved on bi- 
weekly doses for three months, and the improvement 
continued during the subsequent seventeen months 
on weekly therapy. One patient with severe ataxia 
of relatively short duration improved strikingly dur- 
ing ten months of biweekly treatment by mouth; he 
was then changed to biweekly injections of 30 
microgm. of vitamin BI, on which he continued to 
do as well, but with no striking additional improve- 
ment that could not be attributed to time as much 
as to therapy. One patient with long-standing, severe 
spinal-cord disease and coexistent Parkinsonism 
showed no significant change in his neurologic status 
after thirteen months of weekly treatment by mouth. 


Discussion 


These studies indicated to our satisfaction that 
regular oral doses of 1 mg. of vitamin Bi: would 
maintain patients with pernicious anemia in satis- 
factory hematologic and neurologic remission when 
given at weekly intervals. At longer intervals a few 
slight relapses were encountered, but these responded 
promptly to more frequent medication. No relapses 
of any kind were noted in the second year of the 
study. 

With the exception of 2 patients with severe spinal- 
cord disease of relatively short duration before oral 
therapy was begun, whose marked improvement was 
comparable to that observed with parenteral treat- 
ment, the neurologic improvement noted in Table 2 
was only slight. This was to be expected in patients 
who had previously been under treatment for some 
time. Nevertheless, in 6 of these patients, there were 
slight but definite improvements in one or more of the 
modalities of vibratory and position sense, gait, bal- 
ance and co-ordination and deep tendon reflexes, or 
the patient stated that he was less troubled with un- 
steadiness and ias. This should not be in- 
terpreted as evidence that the oral treatment was 
more effective than parenteral therapy given with 
the same frequency would have been. Although the 
vitamin Bi was given by mouth no more often than 
the previously administered injections many patients 
had not been meticulous about keeping appoint- 
ments for injections, and the improvement observed 
was probably due to the fact that they were actually 
receiving more vitamin BI on the oral regimen. The 
important point is that oral therapy did not appear 
to be less effective than parenteral treatment in the 
management of combined system disease. 

Recent advances in the isolation and preparation 
of potent concentrates of the intrinsic factor“ have 
stimulated interest in the feasibility of oral therapy 
for patients with pernicious anemia. Several prep- 
arations containing intrinsic-factor concentrate and 
doses of 15 to 25 microgm. of vitamin Bi have now 
been by the Anti-Anemia Preparations 
Board of the United States Pharmacopoeia and are 
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adequate amounts of vitamin Bi: when taken daily. 
Their only drawback lies in their cost to the patient, 
most of which is due to the expense of concentrating 
the intrinsic factor from animal sources. 

Other investigators have shown that when mas- 
sive doses of vitamin B. are given by mouth without 
accompanying intrinsic factor, the amounts absorbed 
are sufficient to bring about complete remission last- 
ing for a variable time. It appears from our results 
that this is equally true when the same method is 
adopted for maintenance therapy. In evaluating the 
effect of maintenance therapy, one must allow suf- 
ficient time to elapse to eliminate the influence of 
delayed relapses on the statistics. Schwartz and 
Legere“ found that a third of their patients relapsed 
within six months of discontinuance of therapy, and 
another third within the subsequent six months. A 
third of their patients remained in remission over a 
year after the cessation of parenteral therapy. Other 
studies of the are in substantial accord with 
these figures.“ 1e With no patients in relapse after an 
average follow-up period of twenty-one months it 
appears beyond question that the method of treat- 
ment described in this paper is satisfactory for main- 
tenance when the pills are given at intervals of a 
week, 

Of particular importance is the question whether 
or not oral therapy of this type provides optimum as 
opposed to minimum treatment. Because of the rel- 
atively permanent nature of the neurologic changes 
of pernicious anemia when they have existed for any 
length of time, it is important to know whether im- 
provement of neurologic symptoms and signs pro- 
gresses and is maintained with oral treatment as well 
as it would be with parenteral therapy of comparable 
frequency, Our study indicated that this was so in 
the patients we treated when the pills were given 
with sufficient frequency. To check this point 
further, levels of vitamin B. in serum drawn from 


19 of the patients in our series selected at random 


were compared with those of 20 patients who had 
been maintained on conventional parenteral therapy 
given at intervals of a year or longer. 

Table 3 shows that serum vitamin B. levels for 
patients on oral therapy increase in relation to the 
frequency of treatment and compare favorably with 
those observed in patients i parenteral 
therapy. Of interest is the fact that levels below 
0.100 millimicrogm. per cubic centimeter were en- 
countered in both the oral and parenterally treated 
group in patients who were in completely satisfactory 
clinical and hematologic remission. The figure of 
0.100 millimicrogm. has been defined by some ob- 
servers as the dividing line between relapse and re- 
mission in pernicious anemia, but our observa- 
tions and those of others* indicate that in patients 
with pernicious anemia in remission, as well as in 
elderly patients with no disease, levels of less than 
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marketed under various trade names.“ These prep- 
arations are designed to provide an absorption of 
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0.100 millimicrogm. per cubic centimeter are not 
rare. The 2 patients treated with vitamin B.: pills 
twice a week had gratifyingly high serum vitamin 
Bi levels. 

The observations of Glass et al.“ and Swendseid, 
Gasster and Halsted! on the absorption of Co“. 
labeled vitamin B,, from the intestine have indicated 
that at the dosage level they employed the efficiency 
of absorption fell off rapidly. The former authors 
attributed this to be a mucosal block analogous to 
the iron-apoferritin absorption mechanism and by 
interpolation concluded that even with the highest 
oral doses of vitamin B.: little of the large oral doses 
would be absorbed. Ross and his associates“ equated 
3-mg. oral doses with 40 microgm. of injected vitamin 
Biz. We have equated | mg. of vitamin B. given by 
mouth with 10 to 15 microgm. given parenterally. If 
the mucosal-block theory is correct it appears prob- 
able that the block is overwhelmed by the massive 
doses. There is no question that many patients with 
pernicious anemia absorb some vitamin B.: and can 
be carried well on smaller oral doses than would be 
adequate for most patients. (One of our patients 
who has done well on 1 mg. every four weeks had 
previously been maintained satisfactorily for almost 
a year on a daily oral dose of 5 microgm. ) 

We have heard criticism raised that oral therapy 
such as this will withdraw the patient from the sur- 
veillance of the doctor, to the patient’s ultimate det- 
riment. Although we concur with this view in prin- 
ciple, in tice our experience thus far has noi 
borne out this fear. In a large municipal hospital 
clinic we anticipate a certain amount of dereliction 
and failure to keep appointments, but since we have 
instituted the oral therapy this has been gratifyingly 
small. In twenty-four months we have lost 3 pa- 
tients from this series of 46 patients on whom the 
oral treatment was begun. One of these moved out 
of town, and the other 2 were respectively psychotic 
and alcoholic and had a bad attendance record on 
their previous therapy. We have made it a practice 
to supply the patients with enough pills to last them 
for three months at each visit. Many patients have 
voluntarily expressed their pleasure at being relieved 
of the necessity for injections. It seems to us likely 
that for many patients an injection constitutes a 
major mental hazard jeopardizing regular clinic at- 
tendance. On the other hand there are a few pa- 
tients with considerable emotional overlay who have 
become dependent on the “shots.” When injection 
therapy is discontinued in these patients symptoms 
develop long before they could possibly have become 
deficient in vitamin B. and are relieved just as 
promptly by injections of sterile salt solution. 

In the last analysis the chief advantage of this 
form of treatment is economic. Although many pa- 
tients can be maintained in satisfactory clinical re- 
mission with monthly injections, the serum vitamin 
B,; levels shown in Table 3 and reported by others 
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suggest that weekly treatment might provide the pa- 
tient with larger reserve supplies of the vitamin. 
Weekly injections may cost the patient (or the city) 
$2.00 to $4.00 a month at a clinic and $8.00 to $20.00 
at a doctor’s office, depending on their frequency. 
Currently available oral preparations that have to be 


Tant 3. Serum Vitamin By Levels in Patients with Per- 
nicious Anemia Treated with 1-Mg. Oral and 50-Microgm. 


Parenteral Doses of Vitamin B. 
— 
millimicrogm/cc. millimicroꝶꝶm/ cc. 
4 wk. 0.076 
3 wk. 0.332 
2 wk. 0.198 0.136 
0.117 0.130 
0.093 0.127 
0.035 0.127 
Averages 0.111 
0.111 0.093 
0.073 
0.075 
0.045 
Average 0.102 
1 wk. 0.286 
0.251 0.258 
0.192 0.190 
0.152 0.165 
0.140 0.159 
0.128 0.115 
0.122 0.110 
0.093 0.104 
0.069 
0.066 
Average 0.165 
Average 0.155 
Twice weekly 0.525 
0.583 
Daily for 7 days 0.345 


taken daily will cost the patient $5.00 to $13.00 a 
month. When this is compared with the fact that a 
10-cc. vial containing 10 mg. of vitamin Bis costs 
$3.00 to $5.00 the actual current saving to the pa- 
tient is readily apparent, and the potential saving to 
him is somewhat greater with the mass production of 
1-mg. pills. In addition the saving of time lost from 
work is of importance, especially to clinic patients. 


SuMMARY AND CONCLUSION 


In 43 patients with pernicious anemia 1-mg. oral 
doses of vitamin B.: at intervals of one or two weeks 
provided satisfactory maintenance therapy for twelve 
to twenty-eight months (average follow-up period of 
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twenty and nine-tenths months). From studies of 
relapse rates on different dosage schedules it appears 
that, with a few possible individual exceptions, week- 
ly therapy of this type would be satisfactory for all 
patients with pernicious anemia. 

We are indebted to Dr. Bacon F. Chow, of the Depart- 
ment of —— 2 of the School of Public Health and 
Hygiene, Johns — 1 University, Baltimore, Maryland, 

who kindly ormed the determinations of serum vitamin 
Be levels for us, and to the Medical 1 of Merck 


and Company, Rahway, New Jersey for generous sup- 
plies of vitamin Bu. 
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SPECIAL ARTICLE 


A SURVEY OF EMPLOYMENT POLICIES AS RELATED TO CARDIAC PATIENTS 
IN GREATER BOSTON* 


Ol sMANSKV, A. M., Seymour Frieptanp, A. M., 1 Ricuarp J. M.D.,§ anp 
Howarp B. Spracue, M. 


URING the summer of 1954 the Massachusetts 
Heart Association, being concerned with the sit- 
uation of the cardiac patient in industry, 
a survey for the purpose of discovering facts involved 
in the hiring, rejection and retention of this working 
group. It was desired to learn the policies of var- 
ious = and what the factors determining 
them might be 
Tue Srupy anv Its Score 
A study was made of 100 employers in the Greater 
Boston Area, including 51 in manufacturing and 49 
in nonmanufacturing groups. Employers ranged 
from those employing under 100 to those with more 
than 20,000 workers, the largest number being in the 
group from 500 to 1000. The over-all labor force 
totaled 176,024, with 53,891 in manufacturing and 
122,133 in nonmanufacturing groups. In all, this 


*This study financed Greater Boston Chapter of the 
Amociation under the auspices of 


e supervisor, Massachusetts Division of Vocational Rehabilita- 
Aces School of Industrial Management, Massachusetts Institute 
ec hnology 


Director, Cardiac Work Classification Unit, Bay State Medical Re- 
itation Clinic; chairman, Committee of Handi- 


represents approximately a fifth of the workers in the 
Greater Boston labor market. The employers selected 
for study were those who might well offer employ- 
ment to persons with cardiac disease (insurance com- 
panies, hospitals, banks, department stores, univer- 
sities and light-manufacturing industries). It was 
believed that this segment would offer a liberal hir- 

ing policy consonant with the principles of selective 
employment. The personal interview, rather than 


a printed questionnaire, was used as a method of 


survey. 

The facts and conclusions here presented repre- 
sent only a condensation of the detailed findings and 
tables by Olshansky and Friedland. For those inter- 
ested, complete data may be obtained from the files 
at the office of the Massachusetts Heart Association. 


PRE-EMPLOYMENT AND MepicaL EXAMINATIONS 


Of the 100 employers surveyed, only 54 re- 
quired a pre-employment examination in all cases, 
and 6 required it in certain classes of workers. 
These examinations were more common among the 
larger employers. It wg difficult to determine 
exactly the purpose of pre-employment physical 
examinations, but the impression is gained that 
they are used in more cases as an exclusion measure 
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than as a basis for selective placement. Only 9 
employers carried out periodic examinations of all 
workers, and 24 kept a check on their employees 
who were known to have cardiac conditions. 


Exciusion AND HM 
It is of interest that many employers did not 


disability from coronary-artery disease. 
cases rheumatic heart disease was considered less 
objectionable than degenerative processes. 

Twenty-five employers stated that it was their un- 
equivocal policy to exclude all persons with cardiac 
disease. This group included 3 insurance companies, 
1 hospital, 1 department store, 2 public utilities, 1 
city government, 4 electronic or electric manufac- 
turers and 2 rubber companies. 

The significant question is, How much cardiac 
hiring is done by the other 75 companies that do 
not have a stated exclusion policy? Fourteen com- 
had insufficient information to know whether 
they hired cardiac patients. Of the remain- 
ing 61 employers 3 had hired no persons with cardiac 
i ling six months in spite of the 


group 13,439 workers had been 
month period, of which 99 had 
This number was hired by 20 em- 
5 of them accounted for 65 per cent 


over-all 
in the six 


It appears that exclusion of workers with cardiac 
disease in industry is fairly widespread, even with 
employers whose stated policy is not against hiring 
of such persons. As one employer put it, it is com- 
mon sense to prefer healthy people. 


Inciwence oF Heart Disease AvD Return To Work 
We were able to obtain statistics on the incidence 


tients were at work, and 194 while they were off 
the job. 
It appeared that many companies seemed willing 


EMPLOYMENT OF CARDIAC PATIENTS — OLSHANSKY ET AL. 


10 part time. Eighty-one had returned to their pre- 
vious jobs. Of the 77 cases of other types of heart 
disease, 55 had returned to work — 53 full time, 
and 2 part time. In total, 80 per cent of all patients 
with cardiac disease returned to work, 96 per cent 
to full-time jobs. This is most encouraging in demon- 
strating the number of persons appearing to be re- 
employable; also, it validates the assumption that the 
selected employers do have suitable jobs for workers 
with heart disease. 

Seventy patients had not returned to work. Of 
these, 28 were still convalescent; 34 had died; 3 had 
retired; 3 were discharged; for 1, no suitable job 
was available; and, in 1 other case, company policy 
prohibited re-employment. In most cases intention 
was expressed to re-employ the convalescent patients 
when they were able to return to their jobs. 

Clearly, there is a conspicuous difference in the 
attitude of employers toward new job applicants 
with heart disease and old employees with the same 
disability. Toward the latter, there is a sense of ob- 
ligation and loyalty whereas toward the former 
there is only a sense of sympathy that does not out- 
weigh the necessity, in a competitive free-enterprise 
system, of maintaining the most efficient work force 
possible at the lowest cost. In addition many old- 
time employers have found themselves with an aging 
labor force, with the result that it has been increas- 
ingly difficult to find suitable jobs for their own par- 
tially handicapped workers. 

The figures of the survey were studied to find any 
correlation between the employers’ attitude toward 
hiring patients and their experience with the inci- 
dence of heart disease. No consistent pattern could 
be shown that would imply a causal relation. 


Factors Derermininc Hmm Poser 


Each employer was asked to list, in order of im- 
portance, the factors that determine his policy for 
hiring workers with cardiac disease. Answers to 
this question must be evaluated with two thoughts 
in mind. In the first place employer policy is less 
explicit than one might expect, being based on tra- 
ditional assumptions and tacit understandings. Sec- 
ondly, policies regarding cardiac patients are gener- 
ally included under attitudes toward hiring the dis- 
abled. For these reasons, the question posed per- 
haps provoked new thinking more than it revealed 

The respondent was offered five factors from 
which to choose: workmen’s compensation liability, 
sickness and health insurance liabilities of various 
types, low productivity, absenteeism and limited in- 
plant mobility, as well as the option of adding fac- 
tors considered significant. The most commonly 


added factor was presence of a suitable job. 
Ninety-two of the employers gave at least one 
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a 
the classification of the American Heart Association. 
Heart disease, for many, appears to represent a 
general concept, including manifestations ranging 
from the inconsequential heart murmur to serious 
od less than 100 em- 
with heart disease. 
n efiect 49 employers had hired no workers with 
cardiac disease over the six-month period. 
In the 
employed 
cardiac dise 
ployers, but | 
of the hirings. 
of heart disease from 84 employers, representing 121,- 
000 workers, during the preceding twelve months. 
Three hundred and forty-seven cases were reported, 
of which 262, or 75 per cent, were cases of coronary 
thrombosis, Of this group 68 occurred while the pa- 
In the 262 cases of coronary thrombosis, 217 pa- 
dents had been re-employed — 207 ful vie, 


major factor in determining hiring policy, 60 gave 
at least two, and 39 gave three. The factor appear- 
ing the greatest number of times was workmen's 
compensation liability, 25 of the 92 rating this as 
the most important. Seventeen chose it as the second 
most important factor, and 3 as the third most im- 
portant. All told, 45 employers chose this as being 
one of the three most important considerations. It 
was the impression of the investigators that certain 
employers did not choose workmen’s compensation, 
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Worxmen’s Compensation Cl. sy Carpiac 
Patients AGainst EmMPLovers 


The number of cardiac claims brought against 
the employers during the three-year period preced- 
ing the survey was studied. Of the 100 employers 
22 had had claims, with a total number of 78; 1 em- 
ployer accounted for 45 of these. 


To obtain a more complete picture of the extent 
of compensation claims for heart disease in Mas- 


Taste 1. Analysis of Claims for Death and Permanent and Total Disability in Massachusetts, 1948-1952. 


REASON For No. or Cases or Compensation 


Benerrts Pam“ 
Compensation 
NO. OF NO. OF TOTAL PERCENTAGE AMOUNT PAID AMOUNT PAID TOTAL 
or CARDIAC CASES ALL NUMBER PAID TO CAR- TO CARDIAC TO ALL 
CARDIAC CASES OTHERS DIAC PATIENTS 
3 3 3 

1948: 

For death 24.3 45 140 185 17.2 251,646 1,210,022 1,461,668 

For w permanent & 3.2 2 61 63 3.8 61,596 1,574,671 1,636,267 
1949: 

For death 19.7 38 155 193 16.5 269,557 1,361,094 1,630,651 

3.4 55 3 

For 4 & 2 58 1 23,389 1,813,186 1,836,575 
1950: 

For death 25.4 53 156 209 16.9 374,669 1,843,791 2,218,460 

3 71 

4.1 74 4.2 119,015 2,725,638 2,844,653 
1951: 

For death 28.8 68 168 236 21.1 541,178 2,024,311 2,565,489 

Fer pe * 3.3 2 58 60 2.7 54,604 1,962,313 2,016,917 
1952: 

For death 36.9 87 149 236 24.2 688,953 2,160,294 2,849,247 

F. & 5.0 1 19 20 3.9 561,745 

or permanent 22,862 584,607 
*Indemnity & medical combined. 


although influenced by it, because of their reluctance 
to acknowledge pecuniary factors in hiring policy. 

The existence of suitable jobs was chosen by 24 
employers as a most important factor, and health 
and sickness insurance liability came third on the 
list. Low productivity, absenteeism and limited in- 
plant mobility followed in about equal importance. 

Of the 28 employers “probably not hiring cardiac 
patients” 57 per cent listed workmen’s compensa- 
tion among the three most important determinants 
of hiring policy, and 44 per cent of those ‘probably 
hiring cardiac patients” did likewise. Twenty-nine 
per cent of firms in both groups selected health and 
sickness liability as one of the three most important 
factors. It is of interest that both the “hiring” and 
“not hiring” groups chose workmen’s compensation 
more often than any other factor. 


sachusetts, the Massachusetts Workmen’s Compen- 


sation Rating and Inspection Bureau kindly provided 
the figures shown in Table 1. Reviewing these sta- 
tistics, we find a steady increase, absolute and rela- 
tive, in death claims from heart disease between 
1948 and 1952, except for the 1949 decline. In 1952 
the number of com heart cases was almost 
double that of 1948. It is seen that death claims for 
heart disease are a major factor whereas claims for 
permanent and total disability are a relatively minor 
item. 

The Division of Vital Statistics reported, in 1952, 
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sachusetts. If this number is reduced by 35 per cent“ 
*20 have been covered workmen's compensation; 
10 —. ſorce to be in govern- 
mental work; 5 per cent may not have been working at time of death, 
although so reported. 
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to allow for the number who may not have been 
working at the time of death or who may not have 
been covered by workmen’s compensation, there 
are still 4680 deaths that might have been com 

tion claims. Actually, only 87 of these deaths, or 
1.9 per cent, resulted in payment. We have no fig- 
ures on the number of dependents of the deceased 
who may have sued unsuccessfully. 

In the course of this survey no direct parallel 
* could be drawn between policy toward hiring work- 
ers with cardiac disease and previous experience 
with workmen’s compensation claims. Of the 22 em- 
ployers listing cardiac claims, 11 appeared to hire 
cardiac patients whereas 8 did not, and there was 
not a significant difference in the numerical claims 
of the two groups. 


Succestep CHAN N Compensation Law ron 
IncreasinG EmpLoyMENT Orron rurerrias 


In the course of the interviews each employer was 


administration of the Act and the Industrial Ac- 
cident Board. Twelve favored a simplified waiver 
system. Ten believed that heart disease should be 
excluded as compensable since they questioned the 
doctrine that it arises out of and in the course of 


employment. Five favored extension of the second- 


cardiac awards and complete revision of the entire 
law. 


Discussion 


It must be kept in mind that this survey of 100 
concerns covers a segment of the working popula- 
tion in nonmanufacturing and light- manufacturing 
work where one might most reasonably expect the 
person with cardiac disease to be employed. 

It is evident that many of the companies studied 
do not favor the hiring of cardiac patients, 25 per 
cent having a stated exclusion policy and an addi- 
tional 24 per cent having hired none over a six- 
month period. Even in cases of no definite exclusion 
unimpaired workers are admittedly preferred. It 
appears that further education of employers regard- 
ing heart disease is important in pointing out dif- 
ferences between relatively benign conditions with 
a good prognosis for years and those with a more 
serious outlook; further definition of specific types 
of activities of which given workers with heart dis- 
ease are capable is desirable. 
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On the other hand there is gratifying evidence 
that the great majority of employers try to take 
back old employees in whom heart conditions de- 
velop. Eighty per cent of such workers had been re- 
turned to employment (96 per cent to full-time 
work). It may seem a reasonable conclusion that 
making places for these and other older workers 
may reasonably interfere with the finding of suita- 
ble jobs for new applicants with heart disease. 

In viewing the incidence of disability or death 
from heart disease occurring in the previous year it 
is worthy of note that of the 347 cases reported, 
262 were acute episodes of coronary-artery disease 
and that of these, only 68 occurred at work. This is 
in keeping with previous statistics indicating that 
the majority of attacks of coronary-artery disease 
occur in bed or at rest. It appears that past ex- 
perience with heart disease did not correlate with 


t policy. 

The study of factors determining hiring policy 
cannot be taken too literally, since they do not ap- 
pear to have been well defined in advance, and since 
there is a natural hesitation to discuss frankly cer- 
tain considerations with a pecuniary bearing, such as 
workmen’s compensation. In spite of this the sense 
of threat of workmen's compensation costs, even if 


coupled with the traditional preference for un- 
impaired workers. Interestingly enough the cost of 
voluntary health insurance seems to be growing as 
a deterrent factor. It may be suggested that, as health 
insurance becomes more widespread with increas- 
ing benefits, more workers may, in borderline cases, 
elect such benefits in preference to workmen’s com- 
pensation. 

When the number of claims brought against the 
surveyed employers for cardiac injury or death is 
examined one is struck by the fact that, over a three- 
year period, only 78 claims were made in a total 
working force of more than 176,000 workers, with 
an average of less than 1 claim per employer. In 
viewing the over-all picture for claims in the State 
one sees that, in 1952, only 1.9 per cent of cardiac 
deaths among workers were compensated. In spite 
of this, death claims for cardiac disease from 1948 to 
1952 have doubled in number and represent almost 
37 per cent of all death claims and 24 per cent of 
death benefits paid in the latter year. These bene- 
fits amounted to $688,953. It appears evident that 
the cardiac claims for permanent and total disabili- 
ty have not been either large or frequent in the over- 
all picture (Table 1). It is in the matter of death 
claims that the significant threat lies in discouraging 
the hiring of workers with heart disease. 

The figures here presented do not appear on the 
surface to indicate that claims for heart disease un- 
der workmen’s compensation are especially large 
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compensation law that would modify his hiring 
policy. Forty-five employers had suggestions to make. 
The leading suggested change, coming from 17 
per cent of the employers, was for improvement in 
not Dased on past specinc experience, appears 
a primary deterrent to employment, especially when 
injury law to include cardiac claims for the pur- 
pose of spreading costs. Other suggestions included 
establishment of an impartial board of cardiologists 
to pass on cases, specific limitation of liability for 


in number or great in amount. Is it reasonable that 

should stand as a deterrent to employment, or 

Id the employers be convinced that their fears 

of workmen’s compensation are relatively ground- 
less? 

Employers have a very real sense of potential 

risk, and this sense, rather tlian past experience, in- 

fluences them to avoid job applicants with heart dis- 


ble.“ The fact that in 1952 only 1.9 per cent of 

cardiac deaths among workers were compensated 

and that, today, a far higher portion of these might 
advanced demon- 


be compensated if claims were 
strates the potential cost to insurance companies and 
employers. 


In the over-all problem of employment it is evi- 
dent that many other factors, not readily admitting 
of statistical analysis, enter the picture. The indi- 
vidual man, his skills and potentials, character, 
education, age, race and past employment history 
are all to be considered and balanced against the 
state of the labor market together with the philoso- 
phy of the employer. 

Clark, Tousant and Sprague* have discussed in 
some detail possible measures to solve the problem of 
workmen’s compensation and have taken up most 
of the suggestions made by employers in this survey. 
This is an over-all problem for industry, labor, law, 
insurance companies, medicine and the social sci- 
ences concerned. Only through continued study and 

tion of all these bodies can much-needed re- 
forms be obtained in the future. Ideal reform should 
embody just and adequate compensation for the 
worker truly injured in employment under work- 
men’s compensation, adequate insurance of some 
other type for the worker rendered unemployable 
by degenerative or other nonoccupational disease 
and reasonable survivor's insurance for all depend- 
ents; the spread of insurance risk, second- 
injury funds or otherwise, should, if possible, be so 

*Clark, R. J., Tousant, E. C., and 8 . B. Heart 
ication to Workmen't Compensation Act Act. New Bing. 
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devised as to encourage employment of the handi- 
capped worker. In addition to the minimization of 
compensation liability, there seems to be a pressing 
need for the creation of a more favorable climate for 
hiring the person than exists today. 
This is especially urgent under conditions other than 
full employment. The urgency is further underlined 
by the fact that almost a third of the labor force 
will soon be between the ages of forty-five and sixty- 
four. 

Above all, the ability of many patients with car- 
diac disease to serve as faithful and highly competent 
workers, often for many years, should be emphasized, 
and employers should be urged to employ them in 
selective jobs when such jobs are available, on the 
basis of competent medical advice concerning their 
work tolerance. Does the Commonwealth want its 
many capable cardiac patients to be self-respecting, 
self-supporting citizens or objects of charity or un- 
happy dependents on governmental relief? 


SuMMARY 


Facts and figures of a survey of 100 selected in- 
dustries in Greater Boston regarding employment 
policies and practices for persons with cardiac dis- 
ease are presented. 

Pre-employment physical examinations are made 
routinely in 54 per cent of the sample studied and 
are used primarily for exclusion rather than selec- 
tive placement. 

Exclusion of patients with cardiac disease from 
new employment is fairly widespread, 49 per cent 
of the group appearing not to employ them. 

Among 84 employers 347 cardiac disabilities were 
reported in the prior year, and 80 per cent of these 
workers were returned to employment. 

The threat and potential risk of workmen’s com- 
pensation costs appear to be the primary deterrent 
to employment of persons with heart disease, and 
the existence of suitable jobs stands second and costs 
of sickness and health insurance next. 

During the prior three years, the 100 companies 
„% 
claims. Claims for cardiac deaths in Massachusetts 
almost doubled from 1948 to 1952. Death claims 
present the most serious threat to employers and dis- 
courage their hiring of cardiac patients. 

The significance of these findings is discussed. 
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ease. Our statistical data on state-wide compensa- 

tion are available only through 1952 and show a rap- 

id increase of death claims. The Brozozowski case 

was settled in November, 1951, and during 1953 and 

1954 other important cases were decided by the 

Industrial Accident Board and Supreme Court, 

setting the precedent that practically all cardiac ac- 

cidents and deaths occurring at work are compensa- 
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MEDICAL PROGRESS 


GASTROINTESTINAL HEMORRHAGE (EXCLUDING PEPTIC ULCER 
AND ESOPHAGEAL VARICES) (Continued)* 


Irvinc B. Bricx, M. D., AND HAuOL D J. Jecuers, M. D. 


WASHINGTON, b. c. 


Polyps and Other Benign Tumors 


Esophagus. Leiomyoma is probably the most com- 
mon benign tumor of the esophagus and may bleed 
Polyps are quite infrequent 


Stomach. A leiomyoma may grow quite slowly and 
may be present for years without causing any great 
difficulty. We recently encountered an elderly wom- 
an who was seen for recurrence of hematemesis. Her 
first had occurred six years previously, 
defect was noted on x-ray study, The patient re- 
fused surgery and had been free of gastric symptoms 
until the hematemesis recurred. X-ray examination 
revealed a defect similar to that found in the previous 


ulcerated leiomyoma 
total resection of the stomach, and the subsequent 


course was uneventful. Other tumors are not 
very common in the stomach. Palmer* reviewed the 
various types and manifestations of intramural gastric 
tumors very thoroughly. 

Polyps of the stomach may cause hematemesis and 
melena or melena alone. These may be solitary or 
multiple or may be part of a generalized intestinal 
polyposis. Polyps are more common in patients with 
pernicious anemia, and occult bleeding of polyps in 
such cases may complicate the hematologic findings. 
Gastroscopy is more accurate in diagnosis of polyps, 
in our experience, than x-ray study. We believe that 
removal of the polyp, or polyps, is the best method 
of management since a polyp here, as elsewhere in 
the gastrointestinal tract, may be a premalignant 
lesion. 

Small intestine. Polyps and other benign lesions 


of the small intestine in association with distinctive 
melanin pigmentation has been described by Jeghers, 
McKusick and Katz.“ In this syndrome the constant 
features are the polyposis of the small bowel and a 
distinctive type of melanin pigmentation of the lips 
and buccal mucosa. There may be polyps in the 


drome is not as rare as was previously thought. 
Colon and rectum. Polyps are particularly frequent 


matic and are discovered on routine sigmoidoscopy. 
However, bleeding per anum occurs occasionally and 
may be the reason for examination. The lesion may 
be solitary or multiple. r 
volve the whole of the colon, and this type ma 


surgically in view of the invariable occurrence of car- 
cinoma in generalized polyposis. 


Prolapse of Gastric Mucosa into the Duodenum 


Since 1948 many papers on this entity have ap- 
peared in the literature. We shall attempt a selective 
review of these articles. Although this may be a fair- 
ly frequent x-ray finding, opinions of its clinical sig- 
nificance vary greatly. 

Bartels and Eltorm® find the x-ray diagnosis to be 

as common in normal patients as in a large group of 
patients with dyspepsia. In patients with bleeding, 
the authors believe that the presence of prolapse may 
make it difficult to visualize ulceration on x-ray study. 
It is their opinion that prolapse of the gastric mucosa 
through the pylorus is a normal physiologic variation. 
This opinion is supported by other authors, including 


colon and stomach and pigmentation of fingers and 
toes. Some of these patients present problems of re- 
current intussusception, and others have recurrent 
melena. Since the appearance of this paper, there 
have been many case reports, indicating that the syn- 
per cent of all autopsies. Many of these are asympto- 
study, and gastroscopy revealed a large smooth mass 
dramatically familial or may be apparently non- 
familial, as reported by Brick.“ In the first variety 
the immediate family had 6 siblings, 5 of whom had 
polyposis (2 already dead of carcinoma of the colon). 
In another case, rectal bleeding was the presenting 
complaint. Sigmoidoscopy revealed universal poly- 
posis, and barium-enema examination confirmed this 
but also indicated a filling defect in the hepatic flex- 
ure that was shown to be cancer at surgery. In this 
case a family history could not be elicited. There is 
no question that all colonic polyps should be removed 
in about 0.1 per cent of autopsies. Lesions in the 
duodenum are apt to bleed, and melena of unde- 
termined origin may be caused by a polyp or myoma 
of the small bowel. A particular variant of polyposis 
and Medical Georgetown University 
tProfessor of medicine and director, Department of Medicine, George- 
Univernty Hospital: conaulting physician, Benton City Boston, 
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Levin and Felson,“ who found 18 cases of prolapse 
of the gastric mucosa in 100 patients without any 
gastrointestinal symptoms. They consider the clinical 
significance of the condition to have been overempha- 
sized since it is seldom the cause of symptoms. 

On the other hand there have been quite a few 
papers advocating surgery when the indefinite symp- 
toms attributed to the entity fail to subside or when 
bleeding occurs. We have encountered several cases 
of hematemesis in which the only x-ray finding was 
reported to be prolapse of the gastric mucosa into the 
duodenum. The question of what attitude to have 
regarding this lesion, therefore, becomes clinically im- 
portant at times. Kaplan and Shepard“ analyzed 45 
cases in which surgery was performed because of con- 
ditions believed to be arising from this entity. Gas- 
trointestinal bleeding of significant amount was pres- 
ent in 13 of the cases. In the pathological reports the 


cases, and in 2 it was reported to be healed. In a 
of death had no relation to the prolapsed gastric 
mucosa, Manning and Gunter“ found chronic gas- 
tritis and an unusually loose submucosa allowing the 
mucosa to slide easily over the muscularis. No evi- 
dence supporting sites of hemorrhage was found. 
Bralow et al.,°* as well as other authors, point out 
the frequent concurrence of this condition with peptic 
ulcer. They believe that a sequence of ulcer, gas- 
tritis and hypertrophied rugal folds leads to eventual 
prolapse of the gastric mucosa into the duodenum. 
The authors present 2 cases of massive gastrointestinal 
hemorrhage resulting from this condition but treated 


the efficacy of surgery is given by Rappaport, Alper 
and Rappaport,“ who describe 4 patients operated 
on for this condition whose symptoms recurred with- 
in a year. They indicate the illusion of short-term 
follow-up study after surgery, since all patients were 
well within three months of surgery but all had had 
even longer periods of spontaneous remission before 


Certainly, there is sufficient evidence to warrant an 
extremely conservative attitude toward this lesion. 
In some cases the symptoms may well be on a psycho- 
physiologic basis. In cases of hemorrhage thorough 
endoscopic study may aid in the diagnosis. In this 
respect, it is quite pertinent that Van Noate, Arnold 
and Palmer,” in gastroscopic study of 10 patients 
in whom x-ray examination showed prolapse of the 
gastric mucosa, did not find the prolapsed mucosa or 
ulceration or gastritis in the antral mucosa. Despite 
the many reports in the literature the chief topic of 


ical significance of the finding. This, too, strengthens 
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our own attitude of open-minded skepticism of any- 
thing but conservative management in this condition. 
GASTROINTESTINAL BLEEDING IN Systemic CONDITIONS 


Uremia 


Although gross hematemesis and melena on the 
basis of renal failure alone are rare, slight intestinal 
bleeding as revealed by the guaiac test is frequently 
present.“ This is apparently not accentuated by hep- 
arin administration required for hemodialysis. How- 
ever, massive melena became the chief problem in a 
case of acute renal insufficiency due to bichloride of 
mercury. In this case the poison excreted by the 
colon undoubtedly contributed to the acute ulcerative 
hemorrhagic colitis that was observed, but it was only 
with the improvement in the azotemia that the bleed- 
ing from the colon was controlled and the lesions 
noted by sigmoidoscopy improved. The exact cause 
of the bleeding in uremia is not known but a diffuse 
gastroenterocolitis may occur with variable severity. 
The ulcerations of the mucosa are believed by some 
to be due to the excretion of urea into the gastro- 
intestinal tract, where it is hydrolyzed by the intes- 
tinal bacteria into ammonia and carbonic acid, the 
resulting ammonium carbonate directly damaging 
the mucosa. In the particular case studied the pres- 
ence of large amounts of blood in the intestines led 
to reabsorption, elevating the already high blood urea 
nitrogen values and causing more urea to be ex- 
creted by the intestine, thereby aggravating the bleed- 
ing. As the renal situation improved with increased 


excretion of nitrogenous substances, the gastroin- 
testinal hemorrhage diminished, and the ulcerations 
healed 

Malignant Hypertension 


De Navasquez and French“ reported a case of 
bloody diarrhea in a patient with malignant hyper- 
tension. The patient died shortly after a catastrophic 
abdominal event. Autopsy showed ulcerations of the 
ileum due to a necrotizing arteritis that resulted in 
perforation of the ileum and a massive 
toneum. In our experience patients with hyper- 
tension and duodenal ulcer bleed more frequently 
and severely than patients without 
Morrison, Ebeling and Bennett,“ in studying this 
problem, also concluded that the mortality of patients 
with hematemesis from peptic ulcer seemed to be 
increased by the coexistence of hypertension. 
Periarteritis Nodosa 

The gastrointestinal tract may be involved in the 
diffuse arteritis leading to ulceration, and hemor- 
rhage infrequently. In a review of 230 cases of this 
disease Mowrey and Lundberg” reported the gastro- 


intestinal tract to be involved in 109, or 47 per cent, 
of the cases. Although abdominal symptoms are com- 


diagnoses of prolapsed or redundant mucosa and 
peated hemorrhage, severe intractable pain and per- 
sistent pyloric obstruction. A healthy warning about 
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mon, melena and hematemesis are rare. Of 30 care- 
fully studied cases Wold and Baggenstoss’* found 
hematemesis in 3 and melena in 5. All segments of 


Sarcoidosis is believed to involve the gastrointesti- 
nal tract rarely; Freiman,” in an extensive review 
of the subject, states that localized lesions have oc- 


: 


cases was there suggesting i 
sarcoidosis. In but 1 of the 9 cases was hemor- 
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bleeding was the immediate cause of death, and pin- 
point and congestion were prominent 
in the stomach, duodenum and cecum. The second 
patient also had petechial hemorrhages in the gastric 
mucosa. James, Monto and Rebuck,* discussing ab- 
normal bleeding manifestations in multiple myeloma, 
recorded 2 patients with tarry stools and 1 with mas- 
sive rectal bleeding. They attributed the bleeding in 
these cases to the concomitant thrombocytopenia, a 
common finding in multiple myeloma. — 1 


was 
presenting complaint. Whether the hleeding was due 
to this extramedullary manifestation of multiple 
myeloma is in doubt because the patient also had 
esophageal varices. However, in reviewing this dis- 
ease, the author collected 9 other cases, 6 i i 
the small intestine and 4 the stomach; 1 of the 4 pa- 
tients had concomitant lesions of the small intestine. 
One of the patients with gastric and 1 with jejunal 
involvement had bleeding as a prominent symptom. 
Although, in other cases, a solitary 

may be the initial manifestation of multiple myeloma, 
with subsequent development of the typical chemical 
findings, in none of the 10 collected cases of plasma- 
cytoma of the gastrointestinal tract has multiple 
myeloma become manifest in the typical pattern. 
Amyloidosis 

The gastrointestinal tract is often involved in amy- 
loid disease. Dahlin“ noted such involvement in over 
half the cases of the secondary variety and in all of 
8 cases of primary amyloidosis. He further stated 
that, in 5 of 55 cases of primary amyloidosis that he 
had reviewed, severe testinal had 
occurred. A later review“ of 71 cases of the primary 
type listed 4 cases with hematemesis as the leading 
finding. Recently, Mathews** extensively reviewed 
primary amyloidosis and found that the gastroin- 
testinal tract could be involved either locally or dif- 
fusely from the mouth to the rectum. The character- 
istic finding was deposition of amyloid in the mus- 
cularis mucosa, the major muscular layers and, some- 
times, the serosa, Ulcerations of the gastric and in- 
testinal mucosa were noted in association with hem- 
orrhages, and amyloidosis of vessel walls was perhaps 
significant. In this review of 98 cases the esophagus 
was involved in 23, the stomach in 39, the small in- 
testine in 37 and the colon in 33. In 3 of 7 cases of 
amyloid involvement of the stomach Cooley*’ noted 
that hematemesis was the chief complaint. Ulcera- 
tion similar to that seen in peptic ulcer was noted. 
An extremely interesting case of death from un- 


ens.“ The stomach wall showed mucosal and sub- 
mucosal ulcerations and hemorrhages, with amyloid 
deposits in the lamina propria and submucosa of the 


513 
the gastrointestinal tract were found to be involved, 
the small intestine being the most frequently affected. 
Bleeding symptoms were explained by lesions causing 
interference with the arterial blood supply and result- 
ing in infarction and ulceration. Hemorrhages in the 
mucosal wall were also encountered. 
Sarcoidosis 
reported a Case Ol plasmacytoma of the jejunum 
colon. In 1950 we encountered a case of massive 
hematemesis in a sixty-three-year-old Negress who 
was known to have diabetes and who, at the time of 
admission, was jaundiced. A prepyloric ulcer was 
noted on x-ray study of the lesser curvature but was 
not seen gastroscopically. Liver biopsy showed granu- 
lomatous lesions, and x-ray examination of the chest 
was consistent with pulmonary sarcoidosis, nodular 
densities being seen in both lung fields. The relation 
of the sarcoidosis to the massive hemorrhage and the 
reported gastric ulcer was not clear. Blum and 
Mitchell“ presented a case of massive gastrointestinal 
hemorrhage in a patient with sarcoidosis that they 
believed to be the first reported case of massive gas- 
trointestinal hemorrhage in sarcoidosis. Autopsy did 
not reveal a gastrointestinal lesion to explain the 
hemorrhage although the spleen was involved, and 
the authors believed that hypersplenism with throm- 
bocytopenia was the probable explanation of the 
hemorrhage requiring a shunting procedure because 
of the presence of proved esophageal varices. It is 
quite likely that awareness of the possibility of sar- 
coidal involvement of the gastrointestinal tract will 
uncover more cases of hemorrhage from this source. controllable gastrointestinal hemo in a patien 
with amyloidosis was reported by Pocock and Dick- 
Multiple Myeloma 
associated with hematemesis and melena. In 1 the 
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stomach and duodenum. Another unique finding was 


weighed 2900 gm. and was hard in consistence, and 
microscopical examination showed diffuse infiltration 
of amyloid along the wall of the sinusoids, with com- 
pression and atrophy of liver cells in focal areas. It 
appears from this review of amyloidosis that gastro- 
intestinal manifestations, including hemorrhage, will 
be encountered more frequently than we have hither- 
to realized. 


Neurologic Disease 

In 1932 Cushing*® summarized his experiences 
with the finding of ulcerative lesions in the esoph- 
agus, stomach and duodenum in association with 
cerebral lesions and after intracranial i He 
suggested that there was a relation of these lesions to 
autonomic centers in the area of the hypothalamus. 
This topic has been the subject of much recent ex- 

In an autopsy study Strassmann“ indicated the 
frequency with which acute hemorrhagic erosions 
occur, but more important were lesions leading to 
gross bleeding in the gastrointestinal tract. In 24 of 
196 cases gross bleeding was observed, and in 9 of 


hemorrhage due to laceration of the brain, menin- 
gioma, dementia paralytica, Alzheimer’s disease and 
cerebral edema. The ulcerative lesions were seen in 
the esophagus, stomach and duodenum and differed 
from the usual peptic ulcer in number, appearance, 
site of occurrence and size. Microscopical study of 
the ulcerations demonstrated necrosis, edema, hem- 
orrhages, formation of venous thrombi and an intense 
cellular reaction. Other ulcerative lesions, not neces- 
sarily leading to gross hemorrhage, were associated 
with various intracranial lesions. No specific con- 
clusions can be drawn from this study other than the 
observation of the occurrence of ulcerative lesions 
associated with a variety of intracerebral conditions. 
Other studies have attempted greater specificity. 
Arteta“ reported 2 cases of frontal-lobe lesions with 
ulcerations and hemorrhage of the gastrointestinal 
tract. One case was that of a purulent meningitis 
localized to the frontal lobes and seven ulcers in the 
stomach and duodenum, with evidence of hemor- 
rhage. The other patient died of hemorrhage into 
a frontal-lobe ependymoma. Four ulcers on the 
greater curvature of the stomach were noted, In these 
cases the ulcerations were acute, and the author con- 
sidered them to have been caused by a local vascular 
disturbance, He believed that there was a relation 
between these changes and the frontal lobe although 
the exact mediating pathways were not clear. Wilson, 
Olson and Rivers“ described 2 patients with pituitary 
tumors and duodenal ulcers, 1 of whom had had two 
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episodes of hemorrhage. However, in a review of 512 
cases of pituitary tumor, only 5 patients had a peptic 
ulcer. This rate of occurrence tends to cast doubt on 
any relation between the two conditions. 

Hoxsey” discussed 5 patients of a group of 8 dying 
from poliomyelitis who presented gastrointestinal 

as a terminal complication. In the only 
case autopsied hemorrhagic gastritis was found. All 
5 patients had the acute bulbar variety. In review- 
ing the literature on poliomyelitis the author found 
gastrointestinal to be a poor prognostic 
sign since in only 1 of the 12 collected cases did the 
patient live. Prophylactic antacid therapy is rec- 
ommended for all patients with poliomyelitis in a 
respirator. The exact cause of the ulceration and 
bleeding is not known, but midbrain damage is postu- 
lated as being a related factor. Schaberg, Hildes and 
Alcock™ encountered upper gastrointestinal hemor- 
̃ 
Six patients died as a result of the 
only 11 of the 34 survived. 88348. 
cases of acute bulbar poliomyelitis erosions, ulcera- 
tions and petechial hemorrhages were found in the 
mucosa of the esophagus, stomach or duodenum. In 
2 cases rupture of the esophagus was noted. The basis 
of the lesions of the gastrointestinal mucosa appeared 
to be a vascular one, with dilatation and thrombosis 
of the mucosal and submucosal vessels leading to 
hemorrhagic infarction. No correlation could be 
found between the gastrointestinal lesions and any 
particular part of the brain stem. 

A thorough review ot this whole subject by Wat- 
son and Netsky® has recently appeared. The authors 
presented 6 autopsied cases of ulcerative lesions in 
the esophagus, stomach and duodenum associated 
with multiple sclerosis, cerebrovascular thrombosis, 
metastatic melanoma and asphyxia. In addition 38 
cases confirmed by complete post-mortem examina- 
tion were reviewed, and the central-nervous-system 
lesions varied from head injury and tumors to viral 
infections such as encephalitis and poliomyelitis. The 
sites of major pathologic processes were the cortex, 
hypothalamus, meninges, pons and me- 
dulla in that order of frequency. There was certainly 
no single site common to all the patients. However, 
all had lesions in the meningocortical or subcortical 
areas, but not all had a lesion in the hypothalamus. 
The authors also indicated the importance of knowl- 
edge of this relation during life since in 7 cases hemat- 
emesis was noted before death. This review indi- 
cates the wide range of neurologic disease and of 
anatomic location of the lesion that may be associated 
with ulceration of the upper gastrointestinal tract 
with the complication of hemorrhage occurring fre- 
quently. 
sive gastrointestinal hemorrhage occurring fifteen 
days after a cerebral infarction involving the internal 
capsule and areas of the brain supplied by the middle 


= 
volvement with amyloid infiltration. The liver 
these there were intracranial lesions: spontaneous 
cerebral hemorrhage, subdural and subarachnoid 
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case surgery was successful in treatment of the acute 
mucosal erosions, which the authors related to the 
central- lesion. 

Another group of workers became interested in this 
subject because of the occurrence of massive gas- 
trointestinal hemorrhage after craniotomy for tumor. 
French et al.“ found 17 cases in which massive hem- 
orrhage or hemorrhagic erosion and ulceration were 
associated with intracranial disease. Hemorrhage of 
the gastrointestinal tract was clinically a major fea- 
ture in most of these cases. Like previous observers 
the authors found the lesions not only in the esoph- 
agus, stomach and duodenum but also in the colon. 
In a review of 144 such cases erosions and ulcerations 
were far more common in the stomach (66 cases) 
from the usual distribution in peptic ulcer. Regard- 
ing the location of the brain lesions, the authors found 
the diencephalon to be involved most frequently, dif- 
fering in this respect from the preceding report by 
Watson and Netsky.** They also presented experi- 
mental evidence that destructive hypothalamic le- 
sions in cats led to gastrointestinal hemorrhage or 
ulceration in 12 of the 13 animals, Both in the ex- 
perimental and in the clinical observations the gastro- 
intestinal changes appeared to be acute and rapid, 
occurring at times of sudden or severe incident. How- 
ever, the relation of the experimental work to chronic 
peptic ulcer was not apparent. In another study, 
using monkeys, lesions of the stomach and duodenum 
were produced by chronic stimulation of the brain 
stem.“ The common etiologic factor in these ex- 
periments was prolonged electric stimulation in or 
near the hypothalamus. The authors believed that 
there was some analogy in this study of chronic stim- 
ulation to the clinical manifestations of peptic ulcer 
in man. 

Davis, Wetzel and Davis“ have contributed ob- 
servations on the postoperative course of 7000 neuro- 
surgical operations. Forty-eight patients in this group 
demonstrated gastrointestinal hemorrhage or ulcera- 
tion; only 8 had gastrointestinal symptoms before 
operation. In the postoperative period 12 died of the 
gastrointestinal hemorrhage. The frontal lobe was 


the most common site of the neurologic lesion, being 
affected in 11, whereas in only 3 was the di 


lon involved. The authors emphasised the fact that 
central-nervous-system disease was not essential since 
some of the cases of ulceration and hemorrhage fol- 
lowed such operations as laminectomy, hemilami- 
nectomy and trigeminal neurectomy. In an experi- 
ment the authors produced destructive hypothalamic 
lesions in 15 cats, which were killed in six weeks to 
six months, In none of these animals was gastro- 
intestinal ulceration or hemorrhage noted, in striking 
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onthe bas of tren simulation induced by 
— iad mediated through the 

pituitary hormonal stimulation of the adrenal gland, 
as indicated by Gray et al. 


Stress Ulcer, including Curling’s Uicer 

Acute ulceration of the gastrointestinal tract after 
burns has been recognized for well over one hundred 
years. Harkins," in 1938, reviewed the literature 


ach in 16, and both organs in 5. Hemorrhage was 
twice as apt to be a fatal factor as perforation. In 
this report freezing was also noted to be followed by 


and many others, but none of the theories were very 
satisfactory. 

More recently, Weigel and his associates“ re- 
viewed this subject in reporting a study of 600 burned 
patients from an Army hospital, 20 of whom died. 


curs in the burned patient because of the poor prog- 
nosis of this concomitance with conservative treat- 


is interesting that Fletcher and Harkins, e in 
autopsy study, reported 42 cases of acute gastro- 
intestinal ulceration after severe stress or trauma. 
This is a rate of 1 per cent, and the authors empha- 
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cerebral arteries. A subtotal gastrectomy was per- contrast to the experiments cited above. A clinical 
formed, and four large superficial ulcerations or fact of possible prophylactic importance was that 
erosions of the gastric mucosa were found. In this neurosurgical procedures reactivated or accentuated 
the symptoms of patients with a previous history of 
peptic ulcer or gastrointestinal complaints. The 
authors believed that the frequency of ulcerations or 
thoroughly to that date, indicating that after severe 
third-degree burns acute ulceration of the stomach 
and duodenum, called Curling’s ulcer after the 
author of the first paper on this subject, occurs more 
frequently than is realized. Of 92 autopsied cases re- 
ported the duodenum was involved in 71, the stom- 
time many theories were offered regarding the cause 
of these ulcerations, including excessive gastric acidity, 
direct action of heat on intestines, spinal reflex from 
burned skin, action of a burn toxin, embolism, sepsis 
Seventeen additional cases were collected from the 
literature since 1942. Of the 22 cases hemorrhage 
occurred in 10, as compared with 7 cases of perfora- 
tion with peritonitis, There were 12 cases with mul- 
tiple lesions, the duodenum being involved in 18, the 
stomach in 9, and the esophagus in 5 cases. The 
pathogenesis of these ulcers is still obscure, and 
neither sepsis nor hemoconcentration could be con- 
sistently correlated with the ulceration. Certainly, 
with the use of chemotherapy in recent years in the 
treatment of the burned patient, sepsis has become 
less of a problem; nevertheless, in the recent cases of 
severe burns, the frequency of ulceration remains 
formidable. The authors suggested emergency sur- 
gery when massive gastrointestinal hemorrhage oc- 


size the point that not only burns but also major sur- 
gery, stress and trauma are inciting factors. In the 
40 cases there were 6 of massive hemorrhage and 9 
of perforation. The stresses included various central- 
nervous-system lesions, such as cerebral hemorrhage 
and thrombosis, severe fractures, heart disease, can- 
cer and surgical procedures. The authors believed 
that all these lesions represented reaction to stress, as 
popularized in the writings of Selye. The explana- 
tion of Gray and his associates“ — that such stress- 
ful stimuli give rise to increased gastric acidity and 
peptic activity via a humoral mechanism — seemed 
to the authors the most logical explanation of the oc- 
currence of these ulcerations in the background of 
diverse stresses and strains. This is a reasonable 
hypothesis that, in our opinion, explains better than 
the previous theories the frequency of ulceration of 


Gastrointestinal hemorrhage may infrequently be 
a problem in various blood and allied disorders. 
Palmer’ recently reviewed the occurrence of such 
hemorrhage in leukemia. Of 5 cases duodenal and 
gastric ulcers were responsible for the bleeding in 3, 
and erosive gastritis and leukemic infiltration of the 
gastric mucosa in | each. The mechanism of bleed- 
ing, which may involve any part of the gastrointesti- 
nal tract but appears to have a predisposition to in- 
volve the stomach, is related to general bleeding 
tendencies, occurrence of universal gastritis and 
leukemic infiltrations that may ulcerate. 

Gastrointestinal symptoms, including hematemesis 
and tarry or frankly bloody stools, occur in the Hen- 
och-Schénlein syndrome, which is believed to be due 
to allergic factors, particularly to the streptococcus 
and occasionally to foods and drugs. There is ap- 
parently spasm, as well as infiltration of the abdom- 
inal viscera with blood and serum, and there are 
frequently hemorrhages into the serosa, particularly 
of the small bowel." 

Gastrointestinal bleeding may occur for several 
reasons in polycythemia vera. The relatively frequent 
occurrence (about 8 per cent) of duodenal and gas- 
tric ulcer in this disease, secondary to thrombosis of 
vessels with resultant necrosis and ulceration, has 
often been cited. There appears to be insufficient 
evidence for a definite cause-and-effect relation be- 
tween polycythemia vera and duodenal ulcer, ac- 
cording to Hodgson, Good and Hall.““ However, 
peptic ulcer is a definite finding in some cases, and 
may lead to bleeding. The well known tendency of 
mesenteric veins, as well as portal and splenic veins, 
to thrombosis may lead to several sources of bleed- 
ing. In 1 case“ esophageal varices and mesenteric- 
vein thrombosis leading to infarction of the small 
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bowel were demonstrated. With the thrombosis 
bloody stools may be noted. Esophageal varices, 
which may be the result of thrombosis of the splenic 
sented 

Hodgkin’s granuloma only rarely involves the gas- 
trointestinal tract. Jackson and Parker“ reported 
melena and hematemesis as occurring twice each in 
174 cases of the disease. It may be extremely difficult 
during life and even at autopsy to demonstrate a 
lesion responsible for bleeding. The authors believed 
that perhaps the general hemorrhagic diathesis that 
occurs, especially terminally, caused the gastrointesti- 
nal bleeding. Autopsy findings may demonstrate the 
lesion of Hodgkin’s granuloma in any segment, but 
that does not always prove to be the site of the bleed- 
found in 9, and the stomach was involved in 3, the 
cecum and sigmoid in 2 each, and the ducdenum 
and esophagus in 1 each. Of 32 cases of Hodgkin’s 
sarcoma, hematemesis was found in 3. In Hodgkin's 
sarcoma the lesions of the gastrointestinal tract tend 
to be multiple, whereas in the granulomatous form a 
single lesion is the rule. In Hodgkin’s sarcoma the 
gastrointestinal tract was involved in 6 cases, with 
multiple involvement in 3. There were lesions in 
the colon in 4 cases, in the duodenum in 3, in the 
stomach in 2 and in the rectum in 1. 

Rectal hemorrhage in an apparently mild case of 
infectious mononucleosis, unaccompanied by throm- 


because of the increased frequency of gastric polyps 
and cancer in this disease. Kaplan and Rigler““ 
found 18 cancers and 17 benign polyps in 259 pa- 
tients with pernicious anemia — a rate of occurrence 
of 13.5 per cent of gastric tumors. Jorgensen“ re- 
ported the death rate from gastric cancer to be three 
times as high in patients with pernicious anemia as 
in the average Danish population. This high preva- 


The occurrence of gastrointestinal bleeding i 
pancreatic disease may tend to obscure realizati 
the diagnosis unless one is aware of the possibili 
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esunal tract in Durns, Other trauma 

conditions and severe medical disease unrelated to 

the gastrointestinal tract. 

Hematologic Disease 
pocytopenia or hypothrombinemia, was reported k 
Eckstein and Peeney.“ Although sigmoidoscopy and 
a barium-enema examination were performed the 
exact site of the bleeding was not located. 

The occurrence of upper gastrointestinal hemor- 
rhage in pernicious anemia has an ominous prognosis 
lence of gastric tumors in pernicious anemia makes 
it mandatory for physicians to follow these patients 
particularly closely by periodic x-ray therapy and 
gastroscopic examinations to detect early lesions. 
Diseases of the Pancreas 
We encountered a case in which hematemesis oc- 
curred after surgery for a ruptured intervertebral 
disk. The chief complaint of the young female pa- 
tient had been backache. The patient had mild 
jaundice and moderate ascites, and esophagoscopy 


Vol. 253 No. 12 


revealed varices. the diagnosis was be- 
— — but autopsy 
disclosed cancer of the pancreas invading the portal 
vein and giving rise to esophageal varices. Hurwitt 

et al.’ described massive recurrent gastrointestinal 
pancreas that had invaded and obstructed the splenic 
vein, giving rise to splenomegaly and gastric varices. 
Pancreatic carcinoma may also cause gastrointestinal 
bleeding by direct invasion of the stomach and duo- 


cystadenoma of the pancreas was 
Blair and St. Hill" to be the 
cause of recurrent massive hematemesis for many 
years. No varices were noted, but the gastric mucosa 
was hyperemic and bled easily. A large pancreatic 
cyst had the splenic vein, causing the en- 
gorgement of the blood vessels in that area. 

Severe bleeding from the bowel may also occur in 
acute pancreatitis. In reviewing 22 fatal cases, Siler 
and Wulsin™* found that 10 patients, or 45 per cent 
orrhage in their clinical course. gory 
gastrointestinal tract was present. In 2 cases 
patients were treated for bleeding peptic ulcer, 
t the autopsies showed that pancreatic abscesses 
adjacent to the stomach and duodenum, where 
multiple bleeding ulcerations were present. In 1 of 
these cases the abscess had ruptured into the duo- 

the fatal hemorrhage was due to erosion 
artery within 
abscess. The authors indicated that gastrointesti- 
nal hemorrhage is a serious prognostic finding in 
acute pancreatitis. 


patients had gastric or duodenal ulcer, and the other 
a duodenal carcinoma. The author did not find an 
increased occurrence of ulcer in secondary hyper- 
parathyroidism. The relation of gastric and duodenal 
ulcer to primary hyperparathyroidism is far from 
clear, and there is a good deal of speculation about 
it. An increased frequency of duodenal ulcer in this 
disease, whether due to adenoma or hyperplasia, has 
been noted by Rogers and Keating, who stated 
that a third of all their patients with the disease had 
duodenal ulcers, including 3 of 4 cases of primary 
hyperplasia or hypertrophy. At the Massachusetts 


General Hospital the frequency of peptic ulcer in 
hyperparathyroidism was found to be 8.8 per cent, 
in a presentation of such a case and discussion of 
the possible causes of the relation.“ It was pointed 
out that, in dogs given parathyroid extract, the gastric 
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mucosa became necrotic in the glandular cul-de-sac 
of the fundus, with destruction of the chief cells and 
deposition of calcium salts in these areas. It was sug- 
gested that the high level of parathyroid hormone 
caused lysis of bone, producing hypercalcemia with 
resultant precipitation of calcium salts in the gastric 
mucosa around the cells that secrete acid, and these 
cells were left relatively alkaline. This phase was 
followed by necrosis, leading to ulceration. However, 
review of microscopical sections of the stomach from 
several patients with hyperparath under- 
going gastric resection did not demonstrate any cal- 
cium deposition. Furthermore, even when calcifica- 
tion of the stomach did occur, as in 6 of 21 cases of 


present status of the pa 
parathyroidism. Though 12 of 137 patients with this 
disease had a proved peptic ulcer no clear-cut cause- 
and-effect relation was found in an analysis of 
these cases. It is clear that the mechanism of this 
interesting association is not yet known but the prob- 
ability that it is more than coincidence should lead 
to further definitive investigation. 
(To be concluded) 
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—— = 
denum, where ulceration of the neoplastic lesion may 
simulate a bleeding peptic ulcer or primary malig- 
nant process. 
metastatic calcification caused by severe hyperpara- 
thyroidism,"* ulcer was not necessarily present. 
Elkeles’*® presented a case of primary hyperpara- 
thyroidism due to tumor and speculated that the 
duodenal ulceration present might be caused by 
arteriosclerosis. St. Goar“ recently summarized the 
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PREDNISONE IN ACTIVE RHEUMATIC 


CARDITIS* 


Epwarp J. M. D., ALLAN A. Branpt, M. D., 
AND Jack R. Dorpicx, M.D.§ 


NEW YORK CITY 


JPREDNISONE,4 a potent, cortisonelike synthetic 
steroid, has recently been reported as possessing 
antirheumatic and anti- inflammatory properties. 


Beef an the Medical Service and the Department of Pathology, Beth 


These effects were studied in a patient with active 
rheumatic carditis, previously treated with cortisone 
and then transferred directly to prednisone. She re- 
ceived a total of 2525 mg. of this new steroid over a 
period of forty-seven days. 

This case is presented because the rheumatic state 
did not respond to therapy. In addition, during 
prednisone administration, retention of sodium oc- 
curred, an intercurrent pulmonary infection compli- 


cated the carditis, and an undiagnosed gastric ulcer 
was disclosed at autopsy. 


Report or Case 


A 55-year-old woman was admitted to the hospital on 

. E 15, 1954, be because of intermittent elevation ‘of 

temperature and a nonproductive cough of 6 weeks’ dura- 
tion. She had been known to have rheumatic heart disease 
(mitral stenosis and insufficiency) since * but had felt 
in good health until — 1953, when sym and 
„She im after re- 
sodium digitalization. The improve- 
ment lasted until October, 1954, when dyspnea, orthopnea, 
cough and pyrexia ap antibiotics and treat- 
ment of the ive heart failure with sodium restric- 
tion, digitalis mercurial diuretics, the fever persisted. 
As a therapeutic test she was treated for subacute bacterial 
endocarditis, receiving 10,000,000 units of peni- 
cillin and 1.0 gm. of streptomycin daily for 


|| 
tosis and melaena. Brit. 
20-836, 1993. 
Fletcher, D. G., and Harkins, H. N. Acute peptic ulcer as cm- 
tee pication of major surgery, stress, or trauma. Surgery 36:212- 
1955. 
and 
ns. Arch. Neurol. 
Bsptic ulcer: frontal-lobe 
: 380-582, 111. 
tui tumors 
3.1. 
complication of 
W. U 
tion and malacia 
. Arch. Neurol. 
is and surgical 
. J. Med. tsi: 116. 
Amerongen, F. K., and 
hemorrhage and ulceration associ- 
: clinical and experimental study. 
tResident physician, Medical Service, Reth Israel Hospital. 
Fellow in pathology, Beth Israel Hospital. 
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rate was regular equal to 
t the apex a loud ist sound followed 
by a Grade 2, short, medium-pitched systolic murmur, and 


a in as an openi by a 
Grade 3, low-pitched murmur in mid - diastole 
with tolic accentuati The 2d pulmonic 
sound was loud and split. No 3 findings 


were disclosed. chin, — — 
of the extremities. 

ture was 100°F., n and the res- 
. The blood pressure was 110/70. 


total protein, albumin-globulin ratio and 
tention were within . limits. 


patient was the mite on a diet containing 500 mg. 
of sodium (21.7 milliequiv.) 


daily for dae, The abence 
tures, splenomegaly and embolic phe- 


dent. Higher doses of cortisone 
the was discontinued. Salicylates were 


While an 
a — elevation of temperature, gallop rhythm, rapid 
erythrocyte sedimentation rate, La pew C-reactive protein, 
— eRe titer and prolonged PR interval 
cortisone to prednisone, 
to 40 mg. for 16 days. As more 
dosage was increased * 1 — and then to 60 
or 2 days and 100 mg. for 6 days. Because of failure 
nisone was decreased by 5 mg. a day, and 
‘leveled at 50 mg. daily for 11 days. i 
ire period the clinical status remained u 
that both systolic and -_ 
tempera- 
ture, erythrocyte sedimentation rate, C-reactive protein and 
ysin titer were s elevated. 
— 
uri 
rr of th 
sodium was 7 milli- 
per day) urinary e a emonstrated 
—— tion of small quantities of 
Alter $2 days of 
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Since failed to 22 a satisfactory result, 
prednisolone was 1 commensurate doses, after 
the 102d hospital day. On the Sth den of prednisolone 
therapy the temperature rose suddenly to 104°F., and 
moist rales were audible over both lower-lung fields, more 
noticeably on the right. It was believed that the patient 
had an intercurrent nary infection, and antibiotics 
and a mercurial diuretic were added. Gn Se 
the temperature reached 105.4°F.; acute failure of the left 
ventricle supervened, and a roentgenogram of the chest re- 


increased Some with infiltrations at 
the right base 2 varying supra- 
ventricular tachycardias. . en, antibiotics, f 


projected from the atrial and ventricular surfaces of the 
The chordae tendineae were shortened, thickened 
i and with the valve leaflets. 


agic consolidation. In — a small 
amount of pink, frothy fluid exuded. A circular ulcer, 2.8 
= i * diameter, was ſound oo e lesser 


ach, 5 cm proximal to 

ium, papillary muscles and atria 

ial and perivascular fibrosis. 

In + on wy intermuscular and perivascular tissues were 

edematous, containing histiocytic cells and rare polymor- 
uclear leukocytes. e valves were vascularized 


| cells and cells containing 

nuclei with a linear distribution of chromatin were noted 
within the valve leaflet; these lesions 

Aschoff bodies. Many pulmonary alveoli were filled with 


extend — into the muscular la 


carditis was based on a protracted febrile course, 
associated with changing auscultatory cardiac find - 
enlargement. 


activity. Cortisone (a total of 7210 mg.) was ad- 
ministered for thirty-nine days, without favorably 
influencing the rheumatic state. Prednisone was 
given in average daily doses of 30 mg. and then in- 
creased to larger amounts (100 mg. daily) in the 
hope of suppressing the activity. During the entire 
course of prednisone therapy no clinical ameliora- 
tion of the active rheumatic carditis was apparent. 
Aspirin and prednisolone were not given adequate 
clinical trial to warrant any definitive conclusion. 


out favorable response. Active rheumatic carditis was sug- 
gested by recurrent arthralgias and persistent prolongation 
of the PR interval. 
Physical examination revealed a well nourished woman 
in no acute distress, The lungs were clear. A presystolic 
thrill was felt at the apex. The heart was enl to the 
luids intravenc the patient died on the 11Uth hospital 
day. She had received a total of 2525 me. of prednisone and 
265 mg. of prednisolone in a period of 53 days. 
ysis was negative exc or est for glucose. At post-mortem examination the heart weighed 450 gm. 
Examination of the blood showed a red-cell count of 3,250,- The left atrium was enlarged; the right ventricle was 0.7 
000, with a hemoglobin of 9.4 gm. per 100 cc., and a cm. in thickness at the base, and the left ventricle was 1.5 
white-cell count of 5950, with 77 per cent neutrophils, 1 cm. in thickness. The mitral-valve orifice was reduced to a 
cent stab forms, 5 per cent eosinophils, 15 per cent 2.3-cm. slit and did not admit the tip of the little finger. 
2 and 2 per cent monocytes. The erythrocyte The leaflets were fused, thickened and rigid. Calcified nod - 
sedimentation rate was 8 mm. per hour (Westergren ules, 1 to 3 mm. in diameter, some of which were fused, 
method). The fasting blood sugar, 2 — nitrogen, 
Halein re- 
sinus rhythm, The aortic-valve ring was calcified, and several minute 
right-axis deviation, waves in Lead 1 and a PR verrucae were found along the closing edge of the left 
interval of 0.28 second. A roentgenogram of the chest dis- 
closed congestion of the pulmonary vessels and cardiac en- 
largement, with fullness of the pulmonary-artery segment, a 
small aortic knob and a double density to the right repre- 
ee together with the failure to alter th Fife course, eral small verrucae, composed of fibrinoid material and 
ruled out the probability of subacute bacterial endocarditis a cells in syncytial r were found on 
and indicated active rheumatic carditis. the of the posterior leaflet the mitral valve. Oc- 
Cortisone was started, but despite its continuation for 
27 days, the fever persisted. During this tim 
in 
wi or antipyretic 
yers. In these layers areas of 
nd smaller cells were separated by loose tissue con- 
plasma cells and lymphocytes. Intracellular sudano- 
aterial was distributed throughout all layers. 
Discussion 
The diagnosis of progressive active rheumatic 
elevated sedimentation rate, antistreptolysin titer 
and C-reactive protein also pointed to continued 
tention of salt and water, with gain in weight, became evi- 
dent. Within 6 days the dietary sodium was reduced to 
200 mg. (8.7 milliequiv.) a day, and a mercurial injection 
produced diuresis of sodium and water, with a loss of 
weight. 
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With electrolyte measurement it has been 
noted that 14 of 15 patients on the usual therapeutic 
doses of prednisone observed for periods up to three 
months did not demonstrate significant sodium re- 
tention.? The patient described above is the only 
one exhibiting sodium retention. When the sodium 
intake was increased to 5 gm. daily (217 milliequiv.), 
gain in weight, without accompanying edema, be- 
came apparent. It must be emphasized that this 
patient had active rheumatic carditis with heart 
failure and that unusually large doses of prednisone 
were given. 

Intercurrent infection, often pulmonary, during 
administration of steroid hormones is well docu- 
mented.*** Clinical evidence of bronch 
which was probably responsible for the precipitation 
of the acute failure of the left ventricle, appeared 
shortly before death. The findings at autopsy cor- 
roborated our clinical impressions. The role of 
prednisone as a possible contributing factor in the 
inability of the general defense mechanisms to cope 
with a superimposed infection requires further in- 
vestigation. 

The pronounced influence of cortisone and ACTH 
on the gastrointestinal tract, in general, and the 
stomach and duodenum, in particular, is well 
known.“ This includes an increase of gastric secre- 
tion of acid and pepsin, with a concomitant rise 
in uropepsin excretion, when the hormones are ad- 
ministered. Duodenal and gastric ulcers have ap- 
peared during cortisone therapy.“ The only symptom 
referable to the gastrointestinal tract was burning 
on swallowing, for which the patient described above 
received antacid medication. Roentgenograms of 
the stomach and duodenum after thirty-nine days 
of cortisone and twenty-three days of prednisone 
did not disclose any ulceration. Nevertheless, an 
acute gastric ulcer was found at autopsy. Discovery 
of the ulcer was not totally unexpected, because of 
our experience with the significant frequency of gas- 
trointestinal symptomatology associated with predni- 
sone. The question whether the gastric ulcer oc- 
curred spontaneously or during cortisone or predni- 
sone therapy remains unanswered ; it must also be re- 
membered that acute ulcerations of the stomach and 
intestine have been reported in patients dying of 
varied protracted ailments. 

It has been demonstrated that cortisone produces 

ion of adrenocortical activity, with depletion 
of the lipid material and atrophy of the adrenal 
cortex. In the case reported above, although 
gross examination of the adrenal glands was not un- 
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was demonstrated histologically. The atrophy was 
distinct but less than that previously encountered in 
patients receiving the usual doses of cortisone." 


SuMMARY 


A fifty-five-year-old woman with rheumatic heart 
disease and congestive heart failure was treated in- 
tensively with prednisone, receiving a total of 2525 
mg. over forty-seven days, without any favorable in- 
fluence on the active rheumatic carditis. While she 
was receiving prednisone and was on a diet contain- 
ing 5 gm. of sodium, substantial retention of sodium 
occurred. 


Discussion in 


10. en R. 121 H., and Mason, H. I. Physiological 
in man. ‘mane ea. 55 341-1347, 1950. 


usual. cortical atrophy involving the inner two layers 

An intercurrent pulmonary infection probably : 
precipitated the acute failure of the left ventricle. 
These complications, in all likelihood, were respon- 
sible for the patient’s death. 

At autopsy a large gastric ulcer was demonstrated, 
as well as histologic evidence of rheumatic activity 
and distinct adrenocortical atrophy. 

Since this paper was written we have observed perfora- 
tion of a duodenal ulcer in a fifty-eight-year-old woman 
who received a total of 105 mg. of prednisone for seven days 
before hospital entry. A gastrointestinal roentgenogram in 
November, 1953, was reported as normal, but _ 
suggestive of ulcer had been present intermittently. 
administration. At operation a orated ulcer was found 
denum. Postoperatively, thrombophlebitis and a fatal pul- 
monary embolism developed. At autopsy, two acute ulcers 
of the “kissing’’ type were demonstrated in the duodenum. 
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AVULSION OF THE GALL BLADDER 
FROM THE LIVER BED 


Report of a Case with Hydrops and Massive 
Hemoperitoneum 
James M. Suannon, M.D.* 


SALEM, MASSACHUSETTS 


— the perforation of the acutely in- 
flamed gall bladder is quite common and asso- 
ciated hemoperitoneum and gastrointestinal hem- 
orrhage have frequently been reported“ avulsion of 
the acutely edematous gall bladder from the liver 
bed without perforation but with bleeding from the 
liver has been reported only once in the past fifty 
years.“ Despite its rarity the condition appears to 
have characteristic diagnostic features, which might 
allow correct preoperative interpretation. Since the 
disease requires immediate surgical intervention it 
was considered worth while to present the following 
case to illustrate the clinical picture. 


Case Report 


tion Hospital. Kobe. — June 3, 1951, with the 


chief complaint of a and vomiting. 


that localized with the passage of time in the right lower 
quadrant. The pain persisted throughout the next day, 
being intermittent and somewhat crampy but involving the 
right lower quadrant mainly. He was anorectic and 

not eat that day but did try to 2 — until the pain became 
unbearable during the night before admission. He had a 
constipated bowel movement the morning after the onset 
of the pain. 

A review of the systems, and the family 
history were noncontributory except that he 
digestive complaints. 

Physical examination revealed a well developed, slightly 
obese man in moderate distress referred to the abdomen. 
He held the right hip in acute flexion to 2 the pain. 
The abdomen was not dist there was acute reflex 
spasm in the right lower — § with some rigidity ex- 
tending up into the right upper quadrant; there was ex- 
quisite tenderness over McBurney’s point, with — 
tenderness throughout the right side of the abdomen, 
left side being completely nontender. There was — — 
tenderness referred to the right lower quadrant; 
was absent. 2 were felt. On rectal ex- 
amination there was acute — & in the right iliac fossa. 

The temperature was 99.2°F., the pulse 90, and the 
respirations 20. 

The white-cell count was 15,500, with 84 per cent neu- 
trophils; the hemoglobin was 15.2 gm. per 100 cc. Urinaly- 
sis was negative. 

The patient was taken to the operating room with a pre- 
operative diagnosis of acute appendicitis with probable rup- 
ture. Under spinal anesthesia a muscle-splitting McBurney 
ype of incision was made in the right lower quadrant. 

n the peritoneum was exposed it was noted to have a 


1. — clinical associate in surgery, Massachu- 


MEDICAL INTELLIGENCE — SHANNON 
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blood and peritoneal fluid escaped. An immediate search 
for the source of the bleeding was made, with visualization 
of a normal appendix and cecum and small bowel for a 
distance of 180 cm. Palpation of the rectosigmoid revealed 
no a ties. The blood definitely appeared to be com- 
ing from above, and a higher incision was considered 
indicat 


Because the bleeding seemed to be old and not continu- 
ing, and the patient was in good condition, the a 
as general anesthesia was being induced. A 
E paramedian incision was then made, 

and the source of the bleeding immediately identified as 

the gall bladder bed, from which the hugely edematous gall 
bladder, measuring 10 cm. across the fundus, had been 
avulsed. There was no active bleeding, but friable clot 
filled the bed. A single large stone was impacted in the 
ampulla, causing hydrops. A routine cholecystectomy was 
carried out without incident. Convalescence was unevent- 
ful, and the patient was discharged on the 24th postopera- 
tive day to return to the United States. 


The final pathological diagnosis “cholecystitis, acute, 


Discussion 


The ease with which the edematous gall bladder 
can be dissected from the liver bed is well known; 
in fact Allen“ recommends the use of saline solution 
io produce artificial edema in the noninflamed gall 
bladder to facilitate the dissection. Therefore, it is 
not surprising that, with an acutely inflamed and en- 
larged gall bladder, severe retching led to separation 
from the liver. In the present case the patient was 
quite definite that the in the right lower quad- 
rant came on after his violent bout of retching. In 
the case reported by Campos and Errandonea‘ the 
patient rode 40 kilometers on horseback to reach a 
doctor after the onset of his symptoms, the trauma 
of the ride seeming more than enough to cause the 
avulsion. In that case the pain also shifted to the 
right lower quadrant, and the surgeon also made 
the mistake of making a McBurney incision with the 
preoperative diagnosis of acute appendicitis with 
generalized peritonitis, Because of the strikingly 
similar picture in these two cases it seems reason- 
able that the diagnosis could be made preoperatively 
if the possibility of its occurrence was considered, and 
it is with this in mind that the present case has been 
presented. 

31 Chestnut Street 
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after midnight on June e was awakened with generalized 
abdominal cramps, which were shortly followed by 2 severe 
bouts of vomiting. He then had an acute abdominal pain 
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CASE 41381 


PRESENTATION OF CASE 


A seventy-five-year-old widow entered the hos- 
pital because of stupor. 

Seven weeks before admission the patient’s family 
noticed a decrease in spontaneous activity, which 
gradually became more prominent thereafter. Twelve 
days before admission her interest in her surround- 
ings was noticeably decreased, and she was slow in 
responding to questions. During the subsequent 
time until the date of admission she became pro- 
gressively drowsier. She appeared generally weak. 
Spontaneous movements of the right arm were much 
less frequent than those of the left arm. Speaking 
became progressively more difficult, until she final- 
ly made no verbal responses whatsoever to questions, 
and did not speak spontaneously. One week be- 
fore admission, when seen by a neurologist, she was 
unable to utter a sound although she complied 
slowly with simple commands. She appeared fairly 
alert at times, but at other times seemed to be in 
a state of stupor from which she could be aroused. 
The only other abnormalities demonstrated were bi- 
lateral Babinski responses and bilateral grasping and 
groping of the hands. Because of increasing drowsi- 
ness she was transferred to this hospital. 

The family history and past history were non- 
contributory. 

Physical examination revealed a well developed 
and well nourished woman in no apparent distress. 
The breathing was regular and moderately rapid. 
The chest was clear. The heart was slightly en- 
larged to the left, and a Grade 2 systolic murmur 
was heard parasternally, The abdomen was normal. 
Her mental status was described as one of semi- 
stupor. Spontaneous movements were infrequent, 
but were much less frequent in the right arm and 
leg than in the left. She opened her eyes when her 
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name was spoken, but made no attempt to reply to 
questions. She carried out most simple commands 
slowly. Examination of the cranial nerves revealed 
a mild central facial weakness on the right. There 
appeared to be a flaccid weakness of the right arm 
and leg, greater in the arm. She was able to with- 
draw all four extremities from noxious stimuli, how- 
ever, though less vigorously on the right. There 
was no spasticity. The tendon reflexes were normal- 
ly active in the arms. The knee jerks and ankle 
jerks were absent. A Babinski response was present 
on the right. 

The temperature was 101.4°F., the pulse 100, and 
the respirations 32. The blood pressure was 150 sys- 
tolic, 100 diastolic. 

A lumbar puncture performed on the day of ad- 
mission revealed an initial spinal-fluid pressure 
equivalent to 180 mm. of water. The tap was slight- 
ly traumatic. There were 90 fresh red cells and no 
white cells per cubic millimeter in the fluid collected 


in the third tube. The total protein was 74 mg. 


per 100 cc. Urinalysis was not remarkable. Exami- 
nation of the blood disclosed a hemoglobin of 14.2 
gm. per 100 cc. and a white-cell count of 9250, with 
76 per cent neutrophils. The nonprotein nitrogen 
was 50 mg., the blood sugar 99 mg., and the total 
protein was 7 gm. per 100 cc.; the carbon dioxide 
was 27 milliequiv., and the chloride 112 milliequiv. 
per liter. An elect was abnormal 
because of diffuse slowing, most marked in the right 
temporal area. X-ray films of the skull were normal. 
The pineal gland was not visualized. X-ray films of 
the chest were reported as showing linear areas of in- 
creased density at the left base, consistent with ate- 
lectasis or organizing pulmonary infarcts. An electro- 
hypertrophy and ischemic changes of the right side 
coronary- artery disease. 

On the day after admission burr holes were car- 


ried out bilaterally, and yielded no evidence of sub- 
dural hematoma. 

An isotopic cerebral localization test with radio- 
active arsenic revealed definite frontotemporal con- 
centration near the midline and possibly slightly to 
the right. 

The patient’s condition did not change significant- 
ly during the first four days of hospitalization, except 
that bilateral Babinski responses were obtained on 
some occasions. Intermittently, Cheyne-Stokes res- 
pirations were observed. During the subsequent week 
the course was characterized by steady deteriora- 
tion in the state of alertness. On the tenth hospital 
day it was noted that the patient was semicomatose, 
responding only by weak withdrawal from intensely 
noxious stimuli. Painful stimuli could not produce 
any movements on the right side of the body. By this 
time there was increased resistance in all four ex- 
tremities, more on the left than on the right. The 
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tendon reflexes became more active in the left arm 
than in the right, and the plantar responses be- 
came consistently extensor bilaterally. At this time 
it was noted that the pupils were 2 mm. in size and 
reacted to light, though sluggishly. 

On the fourteenth hospital day an operation was 
performed. 


DirFerRENTIAL DIAGNOSIS 


Dr. RAVMOND D. Apams*: May we see the x-ray 
films, particularly those of the skull and of the chest? 

Dr. C. C. Wanc: Only two films of the skull were 
taken — an anteroposterior and a lateral view. The 
bones of the skull show nothing unusual. 

Dr. Abbaus: Would you say that the posterior 
clinoid processes are of normal density? 


Dr. Wane: I think they are within normal limits. 
Dr. Abaus: They are not decalcified? 
Dr. Wanc: I do not think so. The sella turcica is 


not enlarged. The pineal gland cannot be definitely 
identified. 

The chest films were taken in the supine position. 
The diaphragm lies high. There are some linear 
densities in the left base and possibly some in the 
right-middle-lung field, probably as the result of 
atelectasis from a high diaphragm. I cannot make 
out any abnormality in the hilar region. 

Dr. Avams: Do you consider these densities to be 
evidences of pulmonary infarction? 

Dr. Wanc: They could be infarcts, but they 
could also be areas of atelectasis. 

Dr. Avams: The chest films are not overly satis- 
factory, are they? 

Dr. Wanc: No; part of the difficulty is due to 
high leaves of the diaphragm; the films were not 
taken at the time of full inspiration. 

Dr. Apams: Was the patient febrile during the 
course of this illness? 

Dr. Lowett W. Lapnam: The mild temperature 
elevation on admission was followed by normal levels 
until the last twelve days, when the temperature 
rose in the range of 100 to 103°F. 

Dr. Apams: Are there more specific details con- 
cerning mental function and general conduct dur- 
ing the early weeks of this illness? 

Dr. LarHAM: I do not have that information. 

Dr. Abanus: The notes are rather meager about 
that. It is of importance because the principal 
changes in this woman were in general behavior. 
She became, according to her family, drowsy, dis- 
interested in her surroundings and slow in making 
movements, and showed a reduction in spontaneous 
activity. I learn from later notes that this condition 
progressed to stupor, meaning a greatly reduced state 
of psychic as well as motor activity, with inadequate 
response to all manner of stimuli, and finally to 
semicoma. I am inclined to believe ‘that these symp- 
toms were all related in some way. Obviously, a per- 
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son can show a paucity of movement in the course 
of a number of neurologic diseases such as paralysis 
agitans but would not be drowsy or stuporous. On 
the other hand a patient who is drowsy, inattentive 
and disinterested in his surroundings is often inac- 
tive. It may be, and I am going to assume that this 
is correct, that the principal change was one of 
general impairment of consciousness. that varied 
all the way from reduced attentiveness to drowsiness, 
stupor and semicoma. 

These, then, are the main symptoms, and their 
significance and their localizing value might be worth 
discussing. Impairment of consciousness occurs in 
a diversity of diseases of the nervous system. Like 
failure of retentive memory, it does not have a very 
precise localizing value, according to many neurol- 
ogists. One sees it with extensive disease of frontal 
or temporal lobes, with large hemispheral lesions or 
with a large subdural hematoma — in short a lesion 
in almost any part of the brain. However, recent 
clinical study and physiologic experimentation inform 
us that both retentive memory and clear conscious- 
ness can be affected by lesions that are quite central- 
ly placed and that such lesions may be rather small. 
With retentive memory defect the lesions may be 
confined to the diencephalon, as in Wernicke’s dis- 
ease or Quite small lesions in 
the diencephalon or upper midbrain may also give 
rise to reduced states of awareness, stupor and coma. 
Since these are the most important symptoms in the 
case a strict interpretation of them could at most 
lead me to suspect abnormality in the diencephalon 
due either to direct involvement or a sizable lesion 
deep in the cerebral hemispheres not too far from 
these structures. It would be quite impossible from 
the data at hand thus far to decide between these 
two possibilities. I suspect, however, that the lesion 
was not right in the thalamus or midbrain because 
of the absence of certain symptoms and signs and 
because coma developed so very late. 

There is a second group of symptoms — namely, 
a progressive hemiparesis on the right side affecting 
face, arm and leg, and a loss of speech. Admittedly, 
it is difficult to evaluate the language function of a 
person who is drowsy or stuporous. It is often said 
that one cannot do this with any degree of 
unless consciousness is reasonably clear. Yet there 
is the hint all through this record that the patient’s 
state of consciousness was better at times than her 
speech. This, with a right hemiparesis, strongly sug- 
gests an aphasic disorder. There is not enough in- 
formation, however, from which to decide what 
part of the nervous system known to subserve lan- 
guage function was involved. I suspect that it was 
probably the posterior frontal or central part of the 
left hemisphere, which is probably the dominant 
hemisphere in a right-handed person. I assume that 
the patient was right-handed. 
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Dr. Lar Han: That information is not in the 
record. 

Dr. Abaus: These, then, are the localizing data. 
There were certain negative findings that deserve 
emphasis. Throughout, it seems that all brain-stem 
functions were well preserved except at the very end, 
when all four extremities became rigid, the rigidity 
suggesting either a decorticate or a decerebrate 
rigidity. I should assume, therefore, that the brain 
stem was not involved. Among other findings that 
I might comment about are the bilateral Babinski 
signs at a time when the patient was only stuporous 
or drowsy. In all metabolic diseases in which stupor 
or coma occurs the Babinski sign is likely to appear 
late. The fact that it appeared early suggests that it 
represented an effect of this lesion on the corti- 
cospinal tracts. The grasping and groping bilater- 
ally suggest that any affection of the corticospinal 
tracts was not pronounced because such an affection 
often abolishes grasping on the side on which it oc- 
curs. If the grasping has any localizing value, it 
points to the frontal regions of the brain, again 
bilaterally. 

The final localization of the lesion would be in 
the cerebral hemispheres, the left more than the 
right, and probably with some involvement of the 
corpus callosum. The second alternative there 
would be a diencephalic lesion near the third ven- 
tricle that was extending up into the brain. I favor 
the former. 

What can one say about the nature of this disease? 
From the clinical data alone one would tend to ex- 
clude certain possibilities. The illness was of eight 
weeks’ duration, conceivably excluding degenerative 
diseases. The course was “progressive,” — that 
word was used several times, — which would, in my 
estimation, be incompatible with vascular disease of 
the brain. Vascular disease might worsen, but it 
would be likely to do so intermittently; therefore, I 
should exclude at once all kinds of vascular disease. 
Subdural hematoma, fortunately for me, is ruled 
out by these negative burr holes. That would have 
been a worrisome possibility because many of the 
early symptoms could perfectly well have been pro- 
duced by a chronic subdural hematoma. 

The laboratory data are helpful in certain re- 
spects. The spinal-fluid pressure was equivalent to 
180 mm. of water, the upper limit of normal, and 
the protein was elevated. That does not give much 
specific information, of course, since many diseases 

may cause slight elevation in total protein. The 
elect hic findings — the delta waves 
ann is, slow waves of high voltage, bilateral but 
worse on the right) — are of interest. Curiously 
enough, whereas most of the clinical findings favor 
the left hemisphere, but suggest something on both 
sides, the electre points to the greatest 
abnormality on the richt. Again, this confirms the 
bilaterality of the disease. The x-ray film showed 
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nothing although I am suspicious of the posterior 
clinoid 


processes. 

From these data I strongly suspect a brain tumor. 
I think that would be consistent with the clinical 
course of the illness. One might object that the pa- 
tient never complained of headache or had an in- 
creased intracranial pressure — more than a 180- 
mm. cerebrospinal-fluid pressure. Nevertheless, the 
most characteristic phenomenon in brain tumor is 
the slowly progressive, unremitting course of a neu- 
rologic deficit. This type of illness could well be 
due to glioblastoma multiforme involving the corpus 
callosum and extending into the cerebral white mat- 
ter of both cerebral hemispheres. Such a recent 
and rapidly advancing course, though, would raise 
the question of some other tumor like a reticulum- 
cell sarcoma, which may show exactly this same type 
of course in the few cases we have seen, or like a 
ee carcinoma, for which we have no other 


A ay ee abscess always has to be considered in any 
progressive illness of several weeks’ duration, but the 
lack of white cells in the cerebrospinal fluid and of 
an obvious source, such as infection in an ear, sinus 
or lung, is against this. 

Of course, there are a few other possibilities in 
diagnosis to be considered, but I think they are not 
pertinent to the main illness. The diagnostic blood 
pressure was slightly high, and the heart was said 
to be somewhat enlarged, though it certainly does 
not look very large in the x-ray film. These lung 
lesions could well be pulmonary infarcts, all of which 
I should consider secondary to the main illness. 

I should put glioblastoma multiforme first and 
reticulum-cell sarcoma second. 

A Puysician: Did the isotopic studies give any 
information? 

Dr. Apams: I should have mentioned that. 
Radioactive arsenic in the localization of a brain 
tumor or lesion in the brain has been used quite 
extensively in this hospital by Dr. William H. Sweet 
and his associates.* I believe in general that gliomas 
have shown a fairly good absorption of this material, 
especially if it is in the forward part of the brain 
above the temporal muscle. Radioactive arsenic 
has been especially helpful i in the diagnosis of men- 
ingiomas. Unfortunately, it may occasionally be ab- 
sorbed in vascular lesions and certainly in abscesses 
so that it by no means gives an etiologic diagnosis. 
It, again, is in keeping with the diagnosis that I 
have made. 

Dr. FanAE Mal 
zation by the electroenc 


phalog clinically? 

Dr. Avams: I do not know exactly what the 
electroencephal showed, but reading between 
the lines I can suppose that the delta waves laterally 
1 an extensive, deep-seated cerebral lesion. 

. H., and Brownell, G. L. 


with positron-emitting arsenic, 744 187: 1183- 
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Probably, one could interpret the arsenic scan in the 
same way. 

Dr. Austin L. Vickery: Dr. Lapham, of the 
neuropathology laboratory, will describe the opera- 
tive findings and the remainder of the clinical course. 

Dr. LArA: The operation that was performed 
was a left front 1 craniotomy. When 
the dura was opened the brain appeared normal. 
The patient had been given an injection of radioac- 
tive phosphorus intravenously, and Geiger-probe 
counts revealed high counts in the left posterofrontal 
and midtemporal lobes at a depth of 4 or 5 cm. A 
biopsy was taken from this region, and the wound 
was closed. The patient was in deep coma postop- 
eratively and remained in this condition, responsive 
to very painful stimuli only by an increased rate in 
the respirations. The pupils remained small and 
equal, the extremities were flaccid, and the tendon 
reflexes were markedly depressed. She died quietly 
six days after operation. 

Dr. Sweet, should you care to make any comments 
about the isotopic localization in this case? 

Dr. WILLIAM H. Sweet: I think these scans nice- 
ly decide the differential point in localizing the lesion 
raised by Dr. Adams. He has pointed out that there 
could be either a small lesion in or adjoining the 
third ventricle or one or more subcortical lesions 
and lesions in the region of the corpus callosum. On 
the part of the scan that we call the positrocephalo- 
gram, or PCG, Dr. G. L. Brownell, the interpreter, 
has drawn a dotted line around the zone of increased 
isotopic uptake. The scan does not emerge from 
the machine, of course, with that line on it, but I 
think one can see that there is an increased density 
of stamp marks corresponding to increased concen- 
tration of isotope within the zone enclosed by the 
dotted line. This, of course, corresponds to the posi- 
tion of the anterior half of the corpus callosum, or 
the posterior inferior part of one or the other frontal 
lobe. The position of the abnormal area in relation 
part of the scan, the asy 
AGG. 
shown by curved marks, left-sided by straight marks, 
and a midline position by few or no marks in the 
AGG. In this case the AGG shows a left-sided and 
midline position of the abnormal area. We have 
placed a great deal of reliance on these scans when 
there is a clear-cut zone of increased isotopic uptake. 
An abnormality as marked as this is most unlikely 
to be due to an increased uptake in an infarct and 
almost certainly indicates, in our experience, either 
tumor or abscess. It was sufficiently striking in this 
patient so that no surgical diagnostic measures, such 
as an arteriogram or ventriculogram, were under- 
taken. Since each of those procedures has a hazard, 
especially in a patient as ill as the one under discus- 
sion, we believe that this radioisotopic localization, 
with positron-emitting arsenic, may be used to avoid 
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those surgical diagnostic measures whenever one 
would like to save the patient additional stress. 
Curmicat Diao 
Left frontotemporal neoplasm. 
Dr. Raymonp D. Apams’s DiaGnosts 


Glioblastoma multiforme involving corpus cal- 
losum, with extension into white matter of 
both cerebral i 


AnatomicaL DiAGnosis 


Glioblastoma multiforme of corpus callosum, with 
extension into cerebral hemispheres. 


Discussion 


Dr. Larnau: The general autopsy findings re- 
vealed bilateral pulmonary embolism, with infarction. 
The brain revealed on its inferior surface a moderate 
pressure cone of the left uncus. Serial sections of 
the brain demonstrated an extensive deep frontal 
tumor involving primarily the corpus callosum. The 
genu and the major portion of the body of the corpus 
callosum were extensively invaded and were greatly 
thickened as a result of the tumor. There was bi- 
lateral extension in a butterfly fashion into both 
frontal lobes, on the left slightly more than on the 
right. There was also invasion of the septum pel- 
lucidum and downward growth into the anterior 
portion of the caudate nuclei bilaterally. The tumor 
terminated just anterior to the splenium of the cor- 
pus callosum. Both lateral ventricles were com- 
pressed from above downward by the greatly en- 
larged body of the corpus callosum, and there was 
a slight shift from left to right of the lateral ven- 
tricles and of the third ventricle. The brain stem 
revealed bilateral tegmental hemorrhages, most 
prominent in the midline in the midbrain and upper 
pons, such as that seen with temporal pressure cones. 
Microscopically, there were extensive areas of necro- 
sis in the tumor, which, as Dr. Adams predicted, was 
a glioblastoma multiforme. 

There is no consistent clinical picture with tumors 
of the corpus callosum. We cannot define a dis- 
crete function of the corpus callosum. The symp- 
toms that develop are almost entirely secondary to 
the structures that are invaded by the tumor. Tu- 
mors located more anteriorly in the corpus callosum, 
with involvement of the frontal lobe, as in this case, 
frequently present a picture of profound dementia, 
with apathy and progressive drowsiness. Pyramidal 
signs usually develop in the legs first, and a gait dis- 
turbance is often an early feature of the clinical pic- 
ture. The absence of sensory phenomena and of a 
hemianopsia is also of help in the diagnosis of these 
tumors. Tumors of the corpus callosum, because of 
their close relation to the lateral ventricles, are fre- 
quently associated with a high spinal-fluid protein 
content, which may result in a slight xan 
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CASE 41382 
PRESENTATION OF CasE 


A seventy-one-year old man was admitted to the 
hospital because of unresponsiveness. 

Two years before admission he was in another hos- 
pital for a period of nine weeks. The illness was char- 
acterized by marked shortness of breath, renal “shut- 
down” and swelling of the ankles and legs. For a 
time he was in an oxygen tent and on the danger list. 
He was treated with digitalis and a salt-free diet. On 
discharge from the hospital the edema had disap- 
peared. At home fluid began to reaccumulate, and 
he was started on Neohydrin, 3 tablets a day. The 
edema was relieved, and he was fairly well until 
eight months before admission, when he became 
short of breath and anorectic and lost weight. He 
went to bed and began to have nocturia for the first 
time. Two months later he had a severe sore throat, 
which was treated with penicillin. This episode was 
followed by edema of the face, as well as of the ankles 
and legs. At about this time he began to lose interest 
in things, spoke irrationally and had visual halluci- 
nations. He was placed on Neohydrin once again, 
and both the edema and mental symptoms disap- 
peared. One month before admission edema fluid 
began to reaccumulate in large amounts, and his 
physician administered Mercuhydrin twice a week. 
Despite this the fluid increased whereas the output 
of urine appeared to decrease gradually. The pa- 
tient again lost interest and became increasingly 
somnolent and unresponsive. During the week be- 
fore admission he became incontinent. 

The past history revealed that diabetes had been 
diagnosed on a routine urine examination ten years 
before admission. Since that time he was main- 
tained on a strict sugar-free diet. He received in- 
sulin only occasionally during a nine-year period, 
but during the year before admission he required 
none. He was never in diabetic coma and never had 
insulin reactions. Four years before admission he 
had a “heart attack” characterized by shortness of 
breath. He was treated at home by his physician 
and was placed on digitalis and a low-salt diet. 
There was no history of dysuria, hematuria or hy- 
pertension. 

Physical examination revealed a semicomatose, 
ruddy-faced, markedly edematous man who was 
breathing deeply and responded weakly to loud 
questions. The skin and mouth were dry. The face 
showed periorbital edema. The neck veins filled 
from below when the patient was raised 30°. Aus- 
cultation of the chest revealed bronchial breathing 
on the left at the posterior base and a to-and-fro 
pericardial friction rub with a stronger systolic com- 
ponent in the subscapular area. There were no rales. 
The cardiac rhythm was totally irregular at a rate 
of 104. The heart was enlarged by percussion to 
3 fingerbreadths left of the midclavicular line in the 
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fifth intercostal space. The abdomen showed shift- 
ing dullness. The liver edge was palpable 2 or 3 
fingerbreadths below the right costal margin. The 
spleen was not palpable. The extremities and sacrum 
showed massive edema. The prostate was twice the 
normal size and firm. The neck was slightly rigid, 
and there was a positive Kernig sign. The deep 
tendon reflexes were sluggish in the upper and absent 
in the lower extremities. Plantar reflex was upward 
on the left and equivocal on the right. The fundi 
showed berry aneurysms, a few waxy exudates and 
a few flame-shaped 

The temperature was 102.2°F., the pulse 104, and 
the respirations 20. The blood pressure was 100 sys- 
tolic, 60 diastolic. 

Urinalysis revealed an amber color, a specific 
gravity of 1.008, a pH of 5.5, a +++ test for al- 
bumin and negative tests for sugar and acetone; the 
sediment contained many red cells, a few brown 
granular casts, very few white cells and no refractile 
bodies. The urine contained a total of 360 milliosmols 
per liter of solutes. Examination of the blood showed 
a hemoglobin of 11 gm. per 100 cc. and a white- 
cell count of 28,000, with 76 per cent neutrophils. 
The blood pH was 7.26. The sodium was 142 mil- 
liequiv., the potassium 5.4 milliequiv., the chloride 
106 milliequiv., and the carbon dioxide 12 mil- 
liequiv. per liter; the glucose was 214 mg., the non- 
protein nitrogen 150 mg., the creatinine 6 mg., the 
calcium 5.8 mg., the phosphorus 9.2 mg., the choles- 
terol 120 mg., the phospholipids 126 mg., the al- 
bumin 3.8 gm., the globulin 2.4 gm., the bilirubin 
2.7 mg., and the alkaline phosphatase 17.2 units 
per 100 cc.; the serum water was 287 milliosmols 
per liter. The in time was 31 seconds 
(normal, 13 seconds). Lumbar puncture revealed 
a spinal fluid under an initial pressure equivalent to 
270 mm. of water, a protein of 62 mg. and a glucose 
of 97 mg. per 100 cc. and a gold-sol curve of 
0000120000. An electrocardiogram showed atrial 
fibrillation, a QRS interval of 0.12 second and ST- 
segment and T-wave changes compatible with a con- 
duction delay of the left-bundle-branch type. 

The patient was severely oliguric. Besides digitali- 
zation and antibiotic therapy sodium and water 
were restricted, and Mercuhydrin (a single 2-cc. 
dose), molar sodium lactate and ion-exchange resins 
were administered. The carbon dioxide rose to 18 
milliequiv. per liter on the fifth hospital day. The 
urinary output increased slightly to 600 cc. a day; 
however, the nonprotein nitrogen rose to 224 mg., 
and fever persisted. The patient lapsed into coma 
and died on the seventh hospital day. 


DirFer—ENTIAL DiAGnosis 


Dr. Joun D. Storckie*: This seventy-one-year- 


old man had cardiac and renal disease in the pres- 
“Assistant in medicine, Massachusetts General Hospital. 
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ence of diabetes mellitus and for about two years 
a clinical picture of congestive heart failure, and 
then, terminally, the clinical picture of uremia, with 
numerous cerebral manifestations and an edematous 
state, which one might term a nephrotic syndrome 
that was unresponsive to the usual medical thera- 
peutics. 

What type of heart disease did this man with dia- 
betes mellitus present? Four years before admission 
he had a heart attack with shortness of breath and 
was digitalized. This type of past history is often 
given by patients with a painful myocardial infarct. 
One can assume that this was the onset of cardiac 
disease. Two years later he had chronic congestive 
heart failure for the first time, and terminally he 
had cardiomegaly and a normal blood pressure. The 
electrocardiogram revealed atrial fibrillation and left- 
bundle-branch block. That does not help me make 
an etiologic diagnosis except to suggest some myo- 
cardial disease. The findings at the left base, with 
bronchial breathing, may have been due to left 
ventricular enlargement. Were any x-ray films taken 
on admission, Dr. Wang? 

Dr. C. C. Wanc: Yes; they showed a large heart. 

Dr. Storckie: So the x-ray films do not really 
help me make a specific etiologic diagnosis. On the 
basis of the fact that coronary-artery disease is a 
common occurrence in patients with diabetes, one 
has a statistical and clinical impression that this 
was the type of heart disease that this patient had. 

The next problem is, What kind of renal disease 
did he have? Two years before admission congestive 
heart failure in association with renal shutdown 

and he was admitted to a hospital. I think 
that renal shutdown probably means that he had 
more than the oliguria seen with congestive heart 
failure, and this was probably the first clinical mani- 
festation of renal disease. After a somewhat stormy 
course in the hospital he was discharged but required 
mercurial diuretics. I suppose that, in view of the 
fact that he took oral organic mercurial diuretics 
for a considerable time, one might consider that they 
had some relation to the renal disease. These or- 
ganic materials, however, are seldom considered eti- 
ologic agents in renal disease, at least clinically. 
Many of the case reports in the literature about 
mercurial toxicity in the kidney are not well docu- 
mented; moreover, I should not expect this type of 
organic material to be a causative agent in the renal 
disease. Finally, the renal condition did not progress 
in relation to the use of these agents. 

Eight months before admission he had an exacer- 
bation of symptoms, with shortness of breath, ano- 
rexia and weight loss. He went to bed and had 
nocturia for the first time. I suppose one can in- 
terpret this event in a number of different ways: it 
may have represented the onset of azotemia and a 
urine with a fixed specific gravity, but it could equal- 
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ly have been an exacerbation of the congestive heart 
failure. He had benign prostatic hypertrophy. An 
enlarged prostate in a bed-ridden patient with some 
degree of heart failure may have interfered with 
the usual emptying of the bladder. 

Two months later, when he had a severe sore 
throat, he was treated with penicillin, after which 
facial and peripheral edema developed. That brings 
up the question of acute glomerulonephritis. We 
know that patients with pharyngitis due to certain 
types of streptococci may have an associated acute 

itis whose clinical manifestations may 
be simply edema of the face and legs without hema- 
turia. We know also, however, that patients who 
are treated with penicillin are reported to be less 
likely to have this particular complication of infec- 
tion with the beta-hemolytic streptococcus. More- 
over, it is rare in an older person. Then, too, I 
should have to assume that a new renal disease was 
superimposed on the one that I believe existed two 
years previously. A more plausible interpretation 
of this episode is that patients in whom a nonapecific 
upper respiratory disease develops may have hyper- 
volemia and sodium retention the exact physiology 
of which is incompletely understood. This hyper- 
volemia and sodium retention alone could have ac- 
counted for an exacerbation in the signs and symp- 
toms of congestive heart failure in the presence of 
renal disease. 

A month before admission, in spite of therapeutic 
aids, he became progressively worse. I do not think 
that I have to postulate any physiologic events to 
account for this, but assume that the renal disease 
and the tissue changes alone were of such severity 
that no therapy would change the course very much. 
Terminally, he presented the clinical picture of 
uremia. The physical findings were those seen in 
congestive heart failure. One might call this final 
illness a nephrotic syndrome because he had severe 
proteinuria, a slightly lowered serum albumin and 
massive anasarca. Those findings, however, could 
also be accounted for by a considerable degree of 
right-sided heart failure. The urinalysis is still the 
best test for renal disease and at times even for 
renal function, but in this case does not allow me to 
make any specific etiologic or pathological diagno- 
sis. All I can say is that this man did not have the 
findings that one would like to see with acute ne- 
phritis — such as red-cell casts; nor did he have re- 
fractile bodies, such as are described in patients 
with a nephrotic syndrome, whether due to diabetic 
glomerulosclerosis or to various conditions. The re- 
mainder of the clinical findings were part and parcel 
of clinical uremia. 

The electrolytes were nearly normal. Someone 
drew the serum water, which was expressed in mil- 
liosmols per liter. I think that this means total 


solutes per liter of water, and must be corrected for 
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the urea present. If so, this particular value does 
not give me much more information than I can 
learn from the serum sodium alone. I suppose that 
the clinicians were interested in whether the pa- 
tient was overhydrated and perhaps had water in- 
toxication in addition to the uremia. The calcium 
phosphorus and phosphatase levels were those seen 
in chronic acidosis of some duration — namely, hy- 
perparathyroidism secondary to acidosis. Paget's dis- 
ease might account for the elevated phosphatase. 
The cholesterol was normal rather than high as it 
is in a nephrotic syndrome, and the nonprotein nitro- 
gen, of course, was extremely elevated. 

In a patient who had had diabetes mellitus for 
ten years, and chronic congestive heart failure and 
evidence of renal disease for two years, I think the 
best diagnosis would be intercapillary glomerulo- 
sclerosis. This condition has been studied a great 
deal by both clinicians and pathologists and has 
been reported to occur in patients who have had dia- 
betes for a long time. Yet there are reports of this 
lesion’s occurring full blown in patients who have 
had diabetes for only a short time. It is reported 
to occur especially in patients who have not had 
episodes of acidosis but have had a mild diabetic 
state. We have seen patients who have had repeated 
episodes of diabetic acidosis and who presented a 
clinical picture compatible with diabetic glomerulo- 
sclerosis. The lack of hypertension would not ex- 
clude this diagnosis although it is more common in 
those who have hypertension. This lesion is com- 
monly associated with diabetic retinitis, which this 
patient had. 

Another type of renal disease that can present the 
nephrotic syndrome is amyloidosis. Patients with 
amyloid disease may occasionally have involvement 
of the heart and the pancreas as well as of the kid- 
ney. They may have a clinical picture that resembles 
that of constrictive pericarditis or right-sided heart 
failure. I should think that this was an unlikely pos- 
sibility because the diabetes occurred so long before 
the onset of the cardiac and renal disease that one 
would have to assume that the first clinical mani- 
festation of amyloid disease was diabetes mellitus. 

Other possibilities are the other renal lesions to 
which diabetic patients are prone — such as pye- 
lonephritis. There was an absence of hypertension, 
which patients with pyelonephritis commonly have 
terminally, and of white-cells and white-cell casts in 
the renal sediment to suggest a chronic infection. 
Diabetic patients may have necrotizing papillitis as 
a terminal complication. This is seen especially in 
diabetic patients who already have pyelonephritis or 
who have prostatic obstruction. Such patients have 
a fulminating course with fever and even staphy- 
lococcal septicemia ; the renal sediment may even con- 
tain renal tissue showing changes pathognomonic 
of necrotizing papillitis. I should have to add this 


diagnosis to that of diabetic glomerulosclerosis and 
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assume that it accounted for the terminal event. 
From the clinical picture, however, I get the impres- 
sion that there was an insidious progression of the 
disease rather than a sudden acceleration of a chronic 
course. 

I suppose one should mention the glomerulone- 
phritis and the nephrotic picture that is seen in pa- 
tients with subacute bacterial endocarditis. The 
course simply does not bear this out. There were 
never any febrile periods, and the auscultatory find- 
ings never revealed any valvular disease on which 
one would have to postulate that the subacute bac- 
terial endocarditis existed. 

Terminally, the patient had a number of central- 
nervous-system signs. The elevated cerebrospinal-fluid 
pressure and some elevation of the spinal-fluid pro- 
tein are changes that are seen in patients who have 
been admitted to the psychiatric service with heart 
failure and that may be accounted for in part by 
the diabetes itself. I do not think that this spinal 
tap and the clinical picture suggest vascular disease 
of the brain — meningitis or neoplasm. I am inclined 
to write it off as a manifestation of diminished cere- 
bral blood flow, with cerebral anoxia and edema, 
and possibly of some degree of water intoxication, 
which patients with congestive heart failure may 
have. No one knows in what way the anoxia and 
edema upset brain metabolism to produce these 
psychiatric and neurologic signs. 

The terminal fever, leukocytosis and anemia bring 
to mind a number of terminal events such as bacterial 
pneumonia and pulmonary infarcts, which occur in 
patients with congestive heart failure and uremia. 
Yet one can account for the leukocytosis and the 
fever by uremia with uremic pericarditis in a patient 
with severe congestive heart failure. I shall not be 
surprised if the left lower lobe showed some broncho- 
pneumonia or pulmonary infarcts, but I shall not be 
surprised if it did not. 

Dr. Ricnarp B. Conen: Were you troubled by 
the large number of red cells in the urinary sediment? 

Dr. Strorckie: I suppose that one has to be 
troubled by that, but I do not think I can depend on 
that alone. The sediment in this type of renal dis- 
ease is not specific. 

Dr. Jacon Lerman: I should like to ask Dr. 
Stoeckle for the explanation of the pericardial fric- 
tion rub in association with bronchial breathing at 
the left base. 

Dr. Storckie: I assumed that the findings in the 
left base were due to the left ventricular enlarge- 
ment; I think that the pericarditis was uremic and 
not associated with an effusion. Chapman and An- 
derson, a few years ago, pointed out that left ventric- 
ular enlargement would cause that particular type 
of auscultatory findings at the left base. 

Dr. Conen: Dr. Kranes, have you a comment? 

Dr. ALrrep Kranes: My only comment would 
be about the utter futility of trying to make a his- 


— | 
| 
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is of the type of renal disease that 

this patient had when he died of uremia. I think it 
is quite impossible to make that diagnosis. 

Dr. W. Garvetta: I was also disturbed 

by the findings in the urinary sediment and think 


that they are more suggestive of necrotizing papil- 
litis or even acute glomerulonephritis. 

Cumicat DiaGnoses 
Diabetes mellitus. 
Diabetic i in 
Uremia. 


Pericarditis, acute, uremic. 

Cardiac hypertrophy, hypertensive type. 
Patuo.ocicaL Discussion 

Dr. Conen: At autopsy the body was generally 


edematous, with marked ascites and hydrothorax. 
The heart was enlarged to 530 gm. in the hyperten- 
sosclerosi 
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the nature of the hyaline substance has not been 
elucidated, but it probably does contain protein and 
polysaccharide elements and in some instances inter- 
mingled fat. The lesion in its classic nodular form 
occurs in probably a fifth to a third of diabetic pa- 
tients over forty years of age but varies considerably 
in severity. In the most severe form it may be as- 
sociated with the nephrotic syndrome, hyperten- 
sion and ultimately uremia, but it may be present 
in a mild form in the absence of all these clinical 
manifestations. It is usually associated with dia- 
betic retinopathy and may actually have the same 
pathologic substrate as the retinal lesion. 

Lesions resembling diabetic glomerulosclerosis have 
been produced in rabbits experimentally by the ad- 
ministration of cortisone.** The thic lesion 
has been similarly produced. With this experimental 
work in view we have examined the kidneys of a 
number of patients who died with Cushing’s disease, 
after prolonged cortisone for therapeutic purposes, 
and have found no similar lesions. Recently, Wilens 
and Stumpf® suggested, on the basis of observation in 
the cortisone-treated rabbit, that neutral fat hyper- 
lipemia may influence the development of the lesion. 
Hartroft“ also considers that lipids are closely re- 
lated to the genesis of the lesion. On the basis of 
experiments with choline-deficient rats and the find- 


tuft, with subsequent obstruction, may provide the 
basis for the lesion’s development. Much investi- 
gative work must still be done before the final eluci- 
dation of this interesting lesion in the human patient. 
These theories offer excellent springboards for specu- 
lation and further experimentation. 

Dr. Artuur S. Pier, In.: Did you find an expla- 
nation for the red cells in the urine? 

Dr. Conen: No; we could find no explanation 
for them. 

Dr. StorcKLe: Was the patient on catheter drain- 
age when that examination was made? 

Dr. Conen: No; I do not think so. 


. betic reti . Ann, Int. Med. 273.289, 1952. 

and Stumpf. 11 II. 
its on cortisone. Am 
in 
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with diabetic glomerulosclerosis. Am. 


Fat emboli 
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Arteriosclerotic heart disease. 

Dr. Jon D. Diacnoses 

Diabetes mellitus, with glomerulosclerosis. 

Coronary- artery disease. 

Uremia. 

Pericarditis, uremic. 

ANATOMICAL DIAGNOSES 

Diabetic glomerulosclerosis. 

( Uremia. ) 

Anasarca. 

ings of fat emboli in the glomeruli of a large num- 
ber of diabetic patients with glomerulosclerosis he 

ee believes that lipid embolization to the glomerular 
There was a prominent fibrinous pericarditis of a 
type often found in uremia. The kidneys were large, 
weighing 200 gm. each, pale and slightly granular. 
A renal biopsy done several days before death 
showed the characteristic lesion of diabetic glomeru- 
losclerosis. There was a rounded mass of hyaline, 
acidophilic material lying in the substance of the 
glomerulus, sometimes in relation to an aneurysmally 
dilated capillary. The sections taken post mortem 
showed the diffuseness and severity of the lesion in 
this case and emphasized the associated arteriolo- REFERENCES 
sclerosis, which is almost always coincident with this 3 A 
lesion. The lesion was described in 1936 by Kim- ower’ iit long caused by cardiac enlargement 
melstiel and Wilson, who considered it to be an in- 2. Kisses, F. Za Wilson C. Intercapillary lesions in glomeruli 
tercapillary lesion occurring in the tissue lying be- fl 1. L., Effect of 
tween the capillaries of the tuft. Other morpholo-—- Jud ‘by ‘Bel and 
gists believe that it is a lesion of the capillary wall „ §7:349- 1 
itself. The name diabetic glomerulosclerosis avoids 3. Wilens, 8 | 
this anatomical controversy, which is apparently not 6. Hartroft, 

yet settled. From the histochemical point of view Path: 31:381-397, 
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OSTEOPATHIC AND “REGULAR” MEDICINE 


Tue Principles of Ethics of the American Medical 
Association state that “all voluntarily associated ac- 
tivities with cultists are unethical.”* A cultist is de- 
fined as “one who alleges to follow or in his practice 
follows a dogma, tenet or principle based on the 
authority of its promulgator to the exchuion of 
onstration and scientific experience.”* 

Whether or not “allopathic” or “regular” physi- 
cians may ethically associate with osteopaths — that 
is, consult with them, teach in their schools or ac- 
knowledge their right to the title of physician — de- 
pends entirely on whether or not osteopathy is a cult. 

A committee of the House of Delegates of the 


W. Cline. Other members were Den R. Vincent 


1953, was deferred. Two years later the Committee, 
now consisting of Dr. Cline, chairman, and Drs. 
James Z. Appel, Leonard W. Larson, Thomas P. 
Murdock and Cleon A. Nafe, reported after investi- 
gation of five colleges of osteopathy, that “teaching 
in these colleges does not fall into the ‘cultist’ cate- 
gory.” They recommended that the House of Dele- 
gates so declare, that the policy of the American 
Medical Association be to encourage doctors of medi- 
cine “to assist in osteopathic undergraduate and post- 
graduate medical educational in those 
states where such participation is not contrary to the 
announced policy of the state medical association,” 
that the House of Delegates request state medical as- 
sociations to assume the responsibility of 8 
the relation of doctors of the so-called regular school 

of medicine to doctors of osteopathy within their re- 
spective states and that a committee be continued to 


pathic Association concerning common or interpro- 
fessional problems on the national level. 
A majority of the members of the reference com- 


of the 
mittee. This report was signed by Drs. Dwight L. 
Hays. 
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Richard M. Smith, M.D., Chairman 
James P. O'Hare, M.D. Richard E. Alt, M.D. 
Oliver Cope, M.D. James M. Faulkner, M.D. 
Joseph Garland, M. D., Eprror 
ö Theodore H. Ingalls, M.D. lations between osteopathy and medicine was estab- 
Askey, F. J. L. Blasingame, Edwin S. Hamilton and 
Arch Walls. Consideration of its report in June, 
initials of author, title of article, journal, volume number, 
first and last pages and year), and should be cited numeri- 
cally in the order in which they appear in the text; the num- 
be 
in 
MareriaL, other than original articles, should be re- 
ceived not later than noon on Thursday, three weeks before 
date of publication. 
1 * * Je ates on educa- 
Copy for advertisements is accepted by the advertising 
committee of the Journal on the basis of the apparent quality tion and hospitals, to which the report of the com- 
and usefulness of the product and the manner of its presen- mittee to study the relations between osteopathy and 
tation. Proprietary names of pharmaceutical products must regular medicine was referred, were “not ¢ pletely 
satisfied that the current education in colleges of 
osteopathy is free of the teaching of cultist healing.” 
However, they recommended approval of the recom- 
mendation that doctors of medicine may accept in- 
net Imply endorsement by the Journal. vitations to assist in osteopathic medical educational 
app apo Oe programs in states where such participation is not 
— — contrary to the policy of the local medical association 
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A minority report by Dr. Milford O. Rouse stated 
that he was completely satisfied that an 
portion of current education in colleges of osteopathy 
definitely does constitute the teaching of cultist heal- 
He recommended that the study-committee re- 


| so-called “osteopathic concept,” with proper deletion 
| of the concept from catalogues of their colleges, and 


This one-man 


pin of Osteopathy claims to give 825 hour 


technic, and, furthermore, there is no 

completely reliable way to check on how much osteo- 
pathic teaching enters into the general courses. 

When one tries to learn just what the “osteopathic 

concept” is, one meets with difficulty. In his Auto- 

biography (Kirksville, 1908), A. T. Still defined 

osteopathy as “that science which consists of such 


to osteopathic practice, apart from all ordinary meth- 
ods of extraneous, artificial or medicinal stimulation, 
and in harmonious accord with its own mechanical 
principles, molecular activities, and metabolic proc- 
esses, may recover from displacement, disorganiza- 
tions, derangements, and consequent disease and re- 
gain its normal equilibrium of form and function in 
health and strength.” If Still possessed a more intel- 
ligible concept of what he had “discovered” and 


EDITORIALS 


taught, he was never able to express it in any of his 
published writings. He did say in his Platform: 


that osteopathic schools at least purport to teach 
much more than osteopathy as “defined” by A. T. 
Still. Furthermore, ths generally do practice 
medicine and surgery to the extent that their training 
permits, and take pride in their medical and 
skill. However nebulous or the “osteo- 

pathic concept” may be, it is unlikely that osteopaths 
will voluntarily reject it. The official reaction of the 
American Osteopathic Association to the vote by the 
House of Delegates of the American Medical As- 
sociation states that it “will consider no proposal 
which would lead to the amalgamation, absorption or 
liquidation of the osteopathic profession by the 
American Medical Association.” So far as is known, 
no such has been made. 

In 1954 there were 269 


doctors of medicine. Relations in Massachusetts be- 


tween osteopaths and regular physicians are on the 


HARVARD—FORSYTH ALLIANCE 


Tue affiliation this year of the Harvard School of 
Dental Medicine and the Forsyth Dental Infirmary 
for Children as announced by the Harvard Univer- 
sity News Office and i in the Harvard Dental 
Alumni Bulletin for July, 1955, is another instance of 
the basic fact that learning knows no boundaries. A 
close co-operation has existed between the two insti- 
tutions since the inception of the latter; their more 
or less informal arrangement will now be strength- 
ened into a still closer union designed for collabora- 
tion in the care of patients, in graduate and under- 
graduate teaching of dentistry, and in the further- 
ance of co-ordinated research. As the late Dr. How- 
ard M. Marjerison, director of Forsyth, has ex- 
pressed it, Forsyth will continue to be an independ- 
ent institution but no longer an isolated one. 

Students at the School of Dental Medicine already 
receive much of their training at the Massachusetts 
General Hospital and the Children’s Medical Center. 
The new arrangement will be the first affiliation of 
the School with an institution devoted wholly to 
dental diseases. For Harvard, clinical facilities will be 
added ; for Forsyth, an increased stimulus will be af- 
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We are opposed to vaccination. . we are opposed to 
the use of serums in the treatment of disease . . the osteo- 
Tecelv an at 1 ert erapy, or other adjunc relies on eopathic meas- 
| Osteopathic Association voluntarily abandoned the 4 
of anatomical abnormalities followed by physiological dis- 
cord. To cure disease the abnormal parts must be adjusted 
— to the normal; therefore, other methods that are entirely 
approached the board o Nees Of the American different in principle have no place in the osteopathic sys- 
Medical Association with a request for further dis- tem. . . we believe that our therapeutic house is just large 
cussion of the relations of osteopathy and medicine, usb for thy, and that when other methods are 
the trustees appoint another special committee for 
such discussion. 
EEE minority report was adopted by a 
vote of 101 to 81 — a majority of 11 votes out of 182. 
An examination of the catalogues of five colleges of 
osteopathy reveals that the Kirksville College of 
Osteopathy and Surgery purports to devote 2094 
hours of instruction out of the total course of 5582 
hours (37 per cent) to osteopathic medicine, prin- 
ciples and technic. The Des Moines Still College of 
Osteopathy and Surgery announces that 252 hours 
out of a total 6410 hours of instruction are devoted 
Chicago College of Osteopathy 1340 out of 5044 (27 
per cent), and the College of Osteopathic Physicians 
and Surgeons in Los Angeles 728 hours out of 5966 practicing in Massachusetts. They are fully licensed 
(12 per cent). The figures are neither entirely com- to practice medicine and surgery on the same basis as 
parable nor dependable, since the colleges giving a . 
higher percentage of time to osteopathic principles III 
include their courses in general medicine under this whole amicable and co-operative. 
heading whereas the others distinguish between the — 
teaching of medicine and that of osteopathic prin- ee 
structure and functions of the human mechanism, 
anatomical, physiological, and psychological, in- 
cluding the chemistry and physics of the known ele- 
ments, as has made discoverable certain organic laws 
and remedial resources within the body itself, by 
which nature under the scientific treatment peculiar 
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forded by its assumption of the functions of a clinic 
in which organized teaching on a university level is 
conducted, For dentistry as a whole there will be 
added emphasis on its recognition as truly a branch 
of medical science. 

The Harvard School of Dental Medicine was or- 
ganized in 1867 as the Harvard Dental School, the 
first school of its kind in the United States to be es- 
tablished under university auspices. In 1941 it was 
reorganized with the idea of further emphasizing the 
biologic side of dentistry: “to attack dental prob- 
lems from the point of view of tion, as well as 
treatment; and to permit closer correlation of clinical 
practice with the basic sciences.” The present dean 
is Dr. Roy O. Greep. 

The Infirmary was founded in 1910 by the For- 
syth family of Roxbury “to provide care for children, 
to maintain a stimulating atmosphere for the inter- 
change of ideas, and to further studies leading to the 
prevention of oral disease.” Dr. Percy R. Howe, a 
former director of the Infirmary, was instrumental in 
revising the dental curriculum at Harvard, students 
at the School have long served at the Infirmary on a 
voluntary basis, and directors of the Infirmary have 
held appointments at the School. 

The continued association of the Forsyth School 
for Dental Hygienists with Tufts University follows 
the growing liberal trend toward increasing interre- 
lations between institutions serving the same general 

This broadening influence in medical edu- 
cation has been especially conspicuous in recent years 
in the local area with its various in 


schools, hospitals and clinics. 


OBSTETRIC SURVEY 


Rice, in his “Report to Obstetricians,” published 
elsewhere in this issue of the Journal, likens the qual- 
ity of obstetric care that is current in a small French- 
Canadian village to a substantial percentage of that 
which is utilized in a large American city such as 
Boston. In rural Quebec the doctor is summoned 
when accouchement is “toute suite”; in the hospital 
serving the largest number of ward maternity pa- 
tients in Massachusetts, at least 17 per cent receive 
no prenatal care because they do not present them- 
selves at the hospital until they are in labor. 

The maternal mortality rate from all causes never- 
theless declined from 28.8 to 5.4 per 100,000 live 
births, or by 81 per cent, in the eleven years from 
1941 to 1952 although the rate even of 5.4 remains 
a matter of concern. The mortality of infants under 
one year of age has shown a less striking improve- 
ment, falling from a rate of 35.4 per 1000 live births 
in the earlier year to 23.8 in 1952, or a decrease of 
33 per cent. This improvement was twice as marked 
in the postnatal forty-eight weeks of the first year as 
in the neonatal first four weeks of life — a fact in- 
dicating that pediatric care of the infant may have 


THE NEW ENGLAND JOURNAL OF MEDICINE 


Sept. 22, 1955 


improved to a greater degree than has obstetric care 
of the mother. 

In spite of the progress made in providing better 
obstetric care for the women of Massachusetts, 50 or 
60 will die in the Commonwealth this year from 
causes associated with their medical supervision or 
the lack of it. Dr. Rice’s paper points out, as does 
the regular reporting of instructive cases in the 
Journal by the Committee on Maternal Welfare of 
the Massachusetts Medical Society, the continuing 
efforts to improve the situation still further. 

It may be, as Dr. Rice indicates, that a general 
nation-wide survey of obstetric care, such as was 
conducted for pediatric care by the American Acad- 
emy of Pediatrics a few years ago, is now in order. 


SOCIAL SECURITY 


On July 18, 1955, the House of tatives 
suspended the rules to pass H. R. 7225 by an ovei- 
whelming vote. There were 372 yeas and 31 nays; 
2 answered “present,” and 29 did not vote. Although 
this was an extremely important piece of legislation, 
the House Ways and Means Committee, under the 
chairmanship of Congressman Jere Cooper, of Ten- 
nessee, reported it to the House without public hear- 
ings, and debate on the floor was limited to forty 
minutes. On the Senate side the bill is before the 
Finance Committee, of which Harry Byrd, of Virginia, 

is chairman. Senator Byrd scheduled one public 
bending so that Secretary Hobby could testify against 
it, and he has indicated that further hearings will be 
held when Congress reconvenes. 

H. R. 7225 is of particular interest to 
because among other things it would take cash bene- 
fits for permanent and total disability out of public 
assistance for insured workers fifty years of age or 
more and put them with old-age and survivor’s in- 
surance. 

In the portion of the report of the Committee on 
National Legislation published in the September 8 
issue of the Journal and commented on in an ac- 
companying editorial, the matter of including disabil- 
ity benefits with old-age and survivor's insurance is 
given special attention. Under unemployment com- 
pensation and old-age and survivor’s insurance — 
the two contributory social-security programs now in 
effect — benefits are extended on the basis of ob- 
jective criteria. A person is either employed or un- 
employed, dead or alive, at the age of sixty-five or not 
at that age. If disability benefits were placed in the 
same contributory classification, in most cases only 
a physician could determine whether or not the in- 
sured was actually permanently and totally disabled. 
As the Committee points out, the placing of such re- 
sponsibility on the medical profession could have a 
deleterious effect on the future of medical practice 
in this country. For this reason H. R. 7225 deserves 
the serious consideration of every practicing phy- 
sician. 
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WHY IS NORFOLK SICKLY? 


Under the above head we notice, in a late 
number of the New York Daily Tribune, an 
article descriptive of the locality of this ill-fated 
city, which justifies the words with which the 
article commences, — “A more reasonable ques- 
tion to ask would be, why is it ever healthy?” 

Boston M. & S. J., Sept. 27, 1855 


COMMITTEE ON MATERNAL WELFARE 
SECONDARY TO GLOMERULONEPHRITIS 


A thirty-seven-year-old gravida IV, para III, did 
not report for prenatal care until about thirty weeks 
pregnant, when she was thought to be normal except 
for hypertension of unrecorded degree. She was told 
to return in a month but was admitted to the hospital 


On admission the blood pressure was 240 systolic, 
120 diastolic, with an albumin of 122 mg. and with 
red and white cells but no casts in the sediment. 

ite sedation convulsions occurred three hours 
later, followed by further seizures to a total of six in 


Autopsy revealed an acute exacerbation of chronic 
itis, with lower-nephron nephrosis 


seventh month, and she should have presented her- 
self long before then. On the other hand, even at 
that time, there was evidence of hypertension and 
probably some edema although no albuminuria. Un- 


der these circumstances it seems apparent that she 
should have been required to return for another visit 
in considerably less than a month’s time. Certainly, 
in retrospect, the albuminuria and extreme levels of 
hypertension must have been apparent at least a 
week or ten days before admission, These data 
would have been picked up at a routine office visit. 
There is considerable doubt whether the preg- 
nancy would have terminated successfully even un- 
der such circumstances, but mothers need not die of 
eclampsia even when it is superimposed on glomer- 
ulonephritis except under the most extreme circum- 
stances. At least they should be given a chance, and 
that one chance lies in frequent visits to a meticulous 
physician, at very short intervals, with hospitalization 
when control of weight, edema, hypertension or al- 
buminuria begins to fail. 
Joun Fiodis Jewett, M.D. 
Chairman 


DEATHS 


Hol urs — Colin McLean Holmes, M.D., of 
Massachusetts, died on August 11. He was in his sixty 
ninth year. 

Dr. Holmes received his degree from the College of 
Physicians and Surgeons, Baltimore, Maryland, in 1915. 
He was a fellow of the American Medical Assoc 

He is survived by his widow. 


Association. 


Ke.iey — John B. Kelley, M.D., of Worcester, 
chusetts, died on August 8. He was in his fifty-eight year. 

Dr. Kelley received his from Tufts University 
School of Medicine in 1925. He was a fellow of the Ameri- 
can Medical Association, American Academy of Orthopedic 
Surgeons and American College of Surgeons. He was also 
a member of the Association of Military Surgeons of the 
United States, the Boston 2 Club, American As- 
sociation of Railroad Surgeons, New York Hospital Alumni 
Association and St. Luke’s Guild. He held the office of 
president of New York Hospital Alumni in 1953. He also 
r for the Crippled 


and Handicapped. 
He is survived by his widow. 


Tompson — William G. Thompson, M.D., of Andover, 
Massachusetts, died on August 13. He was in his fifty-first 


Dr. Thompons received his degree from Harvard Medical 
School in 1933. He was a censor of the Essex North 


and of 
rence Medical Association and the International College of 
is survived by his widow and three daughters. 


BOOK REVIEW 

A P. of By Lauretta 
Bender, A, MD. . 17 illustra- 
The Bellevue Studies of Child 4 — constitute an 
impressive contribution to modern knowledge in this field. 
in the series, deals with 
areas in which 

twig is bent, so is the tree inclined” was truer than 
it i today, as we see the development of the child in the 
light of internal and external dynamic forces. 


a BOOK REVIEW 533 
2 
72 
7 MASSACHUSETTS 
two days before this appointment because of head- — 
ache, nausea, vomiting and epigastric pain. The PaaS 2 
headache had been present for forty-eight hours, and 
the other symptoms for six hours. 
the first ten hospital hours. Soon spontaneous labor 
ensued, and a macerated stillborn fetus weigh- 
ing 1.8 kg. was delivered after three and a half 
more hours. The patient remained comatose there- 3 
after, with some drop in blood pressure to 130 sys- 
tolic, 50 diastolic, and pulse from 140 to 68. How- ee 
ever, oliguria developed, and she died in persistent 5 
c 
g eral and Bon Secours hospi a fellow of the American 
small cerebral hemorrhages. 
The case was classified as a preventable death due 
to eclampsia secondary to acute and chronic glomer- — ——— 
ulonephritis. The primary avoidable factor was in- 
adequate prenatal care. Inadequacy of care could 
be traced to two sources: in the first place any 
woman who has had three children must know that 
prenatal care should be sought far in advance of the 


experie 
is particular book a to represent a labor of love 
so much has 


cmane_and understanding 


88 

7 
3 
3 


I Fr It is easy to 
n it the distillation of years of experience 
* ers consider an unusual set of studies, ranging 

evelopment of language in children, hallucina- 
i and imaginary companions (nearly 

at least one) on to the serious 

ies, in wojected and and 
These two sym 


> 
72275 
73 


ing a section on . 
with adults; children's reactions to death in the family 
dissertation including “Psychoanalytic 


pressive last chapter, children’s reaction to war. 
This book is a veritable feast for anyone interested in the 
fears of children and habits that they develop that may be 


annoying. It has many excellent illustrations; there are 
some remarkable case histories, a fine bibliography of cight 


pages and a careful subject index. Charles C 


done a superb job in the printing, binding, typography — 
format, making the book durable as well as beautiful. 
I am impressed with the amazing scope of Dr. Lauretta 


Bender's understanding. She is acquainted with literature, 
and all of these of emotional 


The receipt of the following books 
this li must be as a sufficient return for the 
courtesy the sender that appear to be of particular 


Hemorrhage of Late Pregnancy. By 2 S. Fish, M. D. 
instructor, of Obstetrics and Gynec ’ 

of and visiting obstetrician, 

ptist Hospital, At- 

Springfield , cloth, 180 pp pp., with 22 illustrations 9 tables. 

I Charles C Thomas, 1955. $5.50. 


llinois: 
eee, No. 225, American Lecture Series.) 
kept by Dr. R. A. Bartholomew in his private practice in 
Atlanta since 1918. The clinical aspects, and 
in detail. There is a bi phy 


Vaginal yy enya Indications, technique and complica- 
By Laman A. Gray, M D., associate essor of 
obstetrics and gynecology, University of Louisvi School of 


cloth, 137 pp., with 31 illustrations and 5 tables. Spring- 
field, "Illinoisy Charles C Thomas, 1954. $4.75. (Publication 
No. 238, American Lecture Series.) 

Dr. Gray has written this purpose of 
the chapter on operative ic there is a 
step description of the —— 11 There is a bibliography 
of 182 references and a good index. 
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Moderni aspetti della tera 
sintetica, ricerche person 


della colite ulcerosa: 
— — bibliografico. By G. 

Artino. 7937 158 pp., with 19 figures. Pisa: Omnia 

Medica, 195 1800. 

This monograph constitutes a comprehensive survey of 
ulcerative colitis. There is a bi of 1512 refer- 
ences, arranged by periods from 1888-19 to 1953. 


Medical Greek and Latin at a Glance. By Walter R. Agard, 
B. Litt. rr 


, cloth, 
Hoeber, Incorporated, 1955. $1. 
This useful manual has been completely revised and reset. 


It should e valuable to all persons concerned with the 
1 — 


Adrenal Cortex. Transactions of the Fifth Conference, 
November 4, 5 and 6, 1953, Princeton, New Jersey. Edited 
Elaine P. Ralli, M. D., associate essor of medicine, 
ew York University College 1 Medicine. 8°, 2 187 
„with 27 illustrations and 6 tables. New Vork: Josiah 

, Jr., Foundation, 1954. $3.75. 

This conference was concerned with the salt and water 
factors of the adrenal cortex, the metabolism of adrenal 
steroids and the question whether ACTH is a single sub- 
stance or a mixture of hormones. 


Connective Tissues. Transactions of the Fifth Conference 
February 8, 9 and 10, 1954, Princeton, New Jersey. 
by Charles Ragan, M.D., associate 


Edited 
professor of medicine, 

ity College of Physicians and Surgeons. 
., with 55 illustrations, some in color, and 
ork: Josiah Macy, Jr., Foundation, 1954. 


2 1 2 


L’apparato cardiovascolare nella brucellosi. 5 Marino Poli. 
S fst. with 7 figures and 13 tables. Pisa: 


An Autumn Cleaning: Occasional lectures and addresses. 
By Sir Henry H. , G.B.E., M. D., F. R. C. P. 8°, 
cloth, 225 pp., with 2 figures. New Vork: Interscience 
Publishers Incorporated, 1954. $4.25. 


for all medical-history 


Diabetes Mellitus: Objectives and methods of treatment. By 
T. D.. professor of medi 


3 icine, U 
K Medicine. 8°, 123 pp., with 


and) tables Spring Cha 


Lecture Series.) 
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gh she is not the only author. First, of course, 
e late 
other 
deal- 
classics, University of Wisconsin. Third edition, completely 
Tricl DSYC Miatris' *) 
pecially interesting are five 
Remarks on Alice in Wonderland” ; comic books (naturally ) 
and their effect on the minds of children; and the most im- 
| | | | | Columbia Unive 
to trust with a child. 8°, cloth, 222 p 
Merritt Moore, M. D. 6 tables. New 

$4.25. 

The subjects discussed at this — — com- 

BOOKS RECEIVED — the exchange of materials between blood vessels and 
ymph, interstitial water and connective tissues and the hor- 
on request. 

1 2 * This monograph is devoted to a discussion of the cardio- 
vascular system in brucellosis. The text is divided into two 
parts on the anatomic and clinical aspects of cardial and 
vascular lesions and on their frequency in brucellosis. There 
is a bibliography of 2 pages. 
given by the author on various occasions between 1935 and 

and an index. 1952. The printing was done in Great Britain. The book is 
recommended collections. 

tration, consultant gynecologist, Nichols Veterans Adminis- 

tration Hospital, and member of the active staff, Norton 

Memorial I and Louisville General Hospital. 8°, 

This monograph is written principally for the general 
practitioner, and special acer wll is placed on the objectives 
of treatment in the first The following parts discuss 
the treatment of 12 diabetes, diabetic acidosis 
and coma, preoperative and postoperative treatment and 
diets and their calculation, based on the exchange 2 
devised by the American Diabetes Association a the 
American Dietetic Association. 
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Surgical Nursing. By Eldridge L. Eliason, M.D., Sc.D., con- Patholo the and Cat: The 
sling surgeon, Honptal of the Univerty of Pennayivania ath ast ations, By Frank Bloom, 1 5 4˙ 
General hospitals; L. 463 312 illustrations. 

ol Penns Graduate Veterinary iblications, I Incorporated, 1954. 534. $12.00. 


Medi — pathology should prove parative 
ate Hospital — the University a Pe nia, Hospital 
of "Hoop % Medical College of Pe : ~ pathologist and to the scientific investigator who has to do 


a list of 96 references The publishing is excellent. 


nursing, Bryn Mawr Hospital School of Nurs- — * my 23 


of operating rooms, Hospital of the Uni- 
of nnsylvania. Tenth edition. 8°, 754 
329 illustrations, including 10 subjects i in color 
: J. B. Lippincott Company, 1955. $4.75. 
has been 


Corporation, New York . 
ering regulatory mechani of atbitrary movements and 


—- of arbitrary movements and 


Examination of the Nervous System. By G. H. 
Monrad:Krobn, F. R. G. P., professor of medicine in 


Oslo, physician-in-chief to the University 
and 
enth — 


October 10. 


October 17. 


Company, 1954. 
monograph is based on the author's experience 
in peal weekly er 
of eight years. The subject is covered 
cial consideration to venous — Thee There is a bibling. 
oe Bae printing was done in Great Britain; the publish- 


— By Charles 
Sc., 4 end.), F.R.C.P. (Canada), pro- 
nt of Physiology 
t of Medical 


The Ph gical Basis of Medical Practice: A text in 
Herbert Best, C.B.E., 141. 


Lond 
Cloth, 1337 with — 
cloth, a with il Baltimore: Williams 


Wilkins, 19 $12.00 


H. Chasen, president-elect, 
president, Dr. Burton F. Elder, 


in surgery, Veterans Administration Hospital, Philadelphia; The 
and Lillian ative 
and surgical 
ing, 
versi — — 
= Probleme und Beispiele biologischer Regelung. By R. Wag 
u e 0 er — 
ner essor of i „München. 8°, cloth, 219 pp., 
r to date. New material has been included and Wa 
old ed. There is a good index. 14 reference 
material has been printed on the inside of the front and back 
covers: this is a bad practice. 
erences. An index would have made the book more useful. 
Clinic for Ne Adrenal Function in 1 and Children: A 8 
to the epileptic c Abstracts of papers in English and Interlingua. ited by 
tion. 8°, cloth, 4 Lytt I. Gardner. 8°, paper, 112 pp. Syracuse: Public Rela- 
Paul B. Hoeber, Incorporated, 1955. $7.50. tions Office, State University of New York, Upstate Medical 
This standard British book was first issued in 1921 and Center, 1954. $1.00. 
has enjoyed an interesting publishing history, attesting to Twenty-one papers were read at this symposium on the 
its soundness and popularity. It has gone through 15 Eng. various aspects of the subject. 
lish editions, as well as 2 German, 1 French and 1 Spanish. 
text e . on electroe - 
raphy has been rewritten, rt ye te added on electro- NOTICES 
myography, air encephalography under x-ray control, and 
vertebralis angiography. The publishing, which was done in FRIED LECTURE SERIES 
Great Britain, is excellent. 
The third annual Fried Lecture Series will be held at 
— — the Usen Auditorium, Newton- Wellesley Hospital, at 8:30 
; p.m., on the following evenings: 
＋5 Ulcers: Their causes and treatment. By S. T. Anning, 
T.D., M.A., M.D. (Cantab.), M.R.C.P., assistant physician. 11 Surgical and Medical Management of Ad- 
Dermatological K General Infirmary at Leeds, vanced Malignant Disease. Dr. J. Engle- 
consultant dermatologist, St. James's Hospital, and Leeds bert Dunphy. 
Clinical Lecturer in Dermatology in the University of Leeds. 1 Physiologic Considerations in Origin and 
8°, cloth, 178 pp., with 42 illustrations. Boston: Little Treatment of Neoplasms. Dr. Jacob Furth. 
October 24. Radioactive Isotopes in Diagnosis and 
Treatment of Malignancy. Dr. Bradley E. 
Copeland. 
November 7. Fat Metabolism and Hypercholesteremia. 
Dr. William R. Waddell. 
December 5. Hepatic Coma, Its Causes, Precipitating 
Factors and Management. Dr. Franz J. 
Ingelfinger. 
January 16. — Function in Health and Disease. 
— Dr. Edward Gaensler. 
February 6. Our Muscles in Health and Disease. Dr. 
Raymond D. Adams. 
March 5. Surgical Management of Acquired Heart 
. Disease. Dr. John W. Strieder. 
— * : April 2. Newer Studies in Relation to Rheumatic 
Research, University of Toronto; and Norman Burke Taylor, Oe. Welter 
: Further information may be obtained from Dr. William 
S. Brines, Director, Newton-Wellesley Hospital, Newton 
Lower Falls 62, Massachusetts. 
MASSACHUSETTS ACADEMY OF GENERAL 
PRACTICE 
| ve 
panish and 2 Portuguese editions. This new edition has There will be an election of officers during the annual 
been extensively revised and kept down to size by the dele- y of General Practice 
tion of old and redundant material. The bibliography of 70 usetts, 24. 
is arranged by chapters, and there is a comprehensive : ident, Dr. William 
fader. The book is recommended for all medical libraries iel M. Rogers, first vice- 
and all physicians. second vice-president, Dr. 
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Edmond P. Larkin, treasurer, Dr. Daniel M. Rogers, assist- 
ant treasurer, Dr. Albert C. Poirier, recording secretary 
Dr. James P. Warbasse, Jr., corresponding secretary, Dr. 
James Harrison, and parliamentarian, Dr. Arthur C. Mur- 
ray. Drs. Bennett Fielding and R. Emerson Sylvester will 
serve as directors for a three-year term, and delegates to the 
American Academy of General Practice for two years. 


FRANCIS AMORY PRIZES IN MEDICINE 
The Francis „ totaling 824,500, for the in- 


vention or disc measures for the relief or cure of 
diseases affecting 3 genitourinary system will be awarded 
by the American Academy of Arts and Sciences at its meet- 
ing on Wednesday evening, October 5, in Boston. The 
awards will go to seven recipients, who will come from as 
far as California on the one hand and England on the other, 
and whose work will be cited at the meeting. The — 
il- 
the Queen's Gate Clinic, London. Members of the 

ession in the Boston area wishing to attend the 
meeting have been cordially invited by the Academy. They 
should write to the Secretary, Room 14 8-326, 77 Massachu- 
setts Avenue, Cambridge 39, for a detailed 
and guest card. 

The recipients of the prizes are as follows: Frederic E. B. 
Foley, of St. Paul, Minnesota, for outstanding inventive and 
surgical genius productive of numerous contrivances, instru- 
ments and operations of great value in the treatment of 
patients with urologic disease; Choh Hao of the Uni- 
ö of California at Berkeley, ſor work on the relation of 

anterior 1 hormones to the maintenance and 
A the human re uctive Thaddeus 

A4 Mann, of the Molteno Institute, University of Cam- 
England, for basic contributions to the rapidly ex- 
— ing field of biochemistry of reproductive functions pro- 
viding basic data stimulating research and clinical progress; 
Terence J. Millin, of the — s Gate Clinic, London, Eng- 
nd, for his valuable contribution to 17 by devising 
and a the — of retropu tatectomy for 
benign hyperplasia of the prostate ae aaa 3 adapting this 
technic to radical rapes and vesiculectomy for the 
cure of cancer of t tate; Warren O. Nelson, of State 
University of lowa, 4 City, for penetrating studies of the 
structural relation of the male sex organs and of the factors 
that determine the functional activities of the various com- 
ponents thereof; Frederick J. Wallace. of American — 
scope Makers. incorporated. New York City, for c 
tion with urologists in developing diagnostic and thera- 
peutic instruments that have — 22 materially to 
the technical advances of this specialty; and Lawson Wil- 
kins, of Johns Hopkins University, Baltimore, Maryland, for 
pene nga contributions to fundamental knowledge of 
growth and development of secondary sex characteristics in 
man and his brilliant application of adrenocortical hor- 
mone to their management and treatment. 


SOCIETY — naar AND CONFERENCES 
Course. 


Septembe 5 

rr unt 22-28 Cli for Crippled Children Mas- 
MBER 

eral Practice. ‘439, issue of 1 . 

— 26-30. Venereal-Disease Course. Page 348, issue of August 
‘ 29-Ocrosen |. Institute of Psychiatric Treatment. Page 


and Vermont Heart Associations. 


5. Arthritis and Rheumatism Foundation. 8 issue of 
seele 5, 1955-May 2, 1956, Postgraduate Medical Institute. Page 


ors Page 509, issue 
Ocroser 10, 17 and 24, Novemner 7 5, 1985, 
38 10-21. ork Academy of Medicine. Graduate Fort- 
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7. 
23-27. ‘American Institute of Dental Medicine. Page 414, 


American College of Gastroenterology. Page 488, 
issue of September 15. 
Octoner 26 and Novemser 30, 1955 and January 25, Marcu 21 and 
Aran. 26, 1536. Phi Delta Epsilon Fraternity Graduate Club Program, 
and’ 28, New York Medical Conference. Page 394, issue 
S Congress of Neurological Surgeons. Page 208, issue 
Novemser 1-3. Henry Ford Hospital Symposium on Enzymes. Page 
. 


— — nterim Session of the American Medical 
iation, Boston. 
pen 5-14, 1955, 30-Fesavary 8, Marcu 19-28 and 


Decem 

amas 5 Army Service Postgraduate Course. Page 84, 
issue 

— 1 24 and 25, 1956. American Psychosomatic Society. Page 260, 
issue 


May 35, 1956. American Goiter Association, issue of 
August 25. 38 


CALENDAR FOR THE WEEK BecINNING THURSDAY, 
SEPTEMBER 29 
Boston State Hospital, Re- 
nstitute reatment. 
591 Morton Street, Dorchester. 
43 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
“New England Deaconess H 
Cardiac 
*9:00-10:00 aan. Surgical Rounds 
9:00-0:00 a.m. Arthritis Grand Rounds. Robert Breck Bngham 
a.m, Combined Medical-Surgical Rounds. Sherman Au- 
, Beth Israel Hospital. 


ditori 
10:30-11:13 a.m. Lecture on Diabetes for Doctors and Patients 
a Member of the Joslin Clinic Joslin Auditorium, New 


‘ili 
*12:15-1: 13 m. 
Famay, Serremner 
*8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 


New England Deaconess Hospital. 
*9:30-11:30 a.m. Medical Grand Rounds. Drs. George 
n . Main Amphitheater, Peter 


 ~ 
£10200 Surgical Clinic. South End Health Unit, 
m4 


10: 30-11: 
a Member the Joslin Clinic. Joslin Auditorium, New 


*1:30 p.m. Fertility and Endocrine Clinic, Free Hospital for Women, 
*1:30 p.m. Tumor Clinic. Mount Auburn Hospital, 


Saturgpay, Ocroser | 


*8:00-8:45 a.m. Case Presentations. Joslin Clinic. Joslin Auditorium, 
New England 


1 staff. Fi (Tit) Sur ‘Surgical. Service 
irst 
Dowling Boston City Hos- 


nter . 
(Concluded on page xxvi) 


— 
Ocroser 22-26. American Heart Association. Scientific Session. Page 
603, issue o 
— 
issue of Marc . 
é 
jie _ American College of Cardiology. Page 3%, issue 
o e ri. 
pope and 12. Inter-Society Cytology Council. Page 1056, is- 
suc Oo une 
Nowunes 14 and 25. Course in Laboratory Diagnosis of Tuberculosis. 
Page 1102, issue of June 23. 
1 ovempern 19-21. American Association of Blood Banks. 8th Annual 
*11:00 a.m.-12:00 m. Thoracic Conference. The Metabolic 
lems in Surgical Cardiac Patients. Drs. Francis D. Moore and 
Lewis Dexter. Main Amphitheater, Peter Bent Brigham — — 
*11:00 A m. - 12:00 m. Medical Staff Conference. Sherman Auditori- 
um, Beth 1 
Se h 24. 
2 
nd 
p.m. Alcoholism Choc. By ntment. Washingtoman 
Hospital, 41 Morton Phain. 
Serre uns . New Hampshire — *7:30-9:30 p.m. Postgraduate Medical Institute. Holyoke Soldiers’ 
issue of September 15. Home, fiolyoke. 
meer 3)-Octroser 1. American Medical Writers’ Association. 
™ * | | | 
a.m. nest nierence. tsten t 
Lecture Hall, H. Pratt Diagnostic : 
Stearns Auditorium, New England Center Hospital. 
*10:30 a.m.-12:00 m. Surgical History Meeting. Stearns Auditorium, 


